AM100169 D2 

AMENDMENTS TO THE CLAIMS 

1 . (Currently Amended) A compound of Formula (I) represented by the structure: 




wherein: 

X is -NH-, -NR^-, -0-, or -S(0)m-; 
n is an integer of 0 or 1 ; 
m is an integer of 0 to 2; 
q is an integer of 0 to 5; 
p is an integer of 2 to 5; 
s is an integer of 0 to 5; 
r is an integer of 0 to 5; 
J is halogen; 

A is -(CfR^^p^r-, -C(0)', 'ClO)lClR\)r. '(C(R\)r CIO)-, -cvcloalkvl- or is absont : 
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T is N C and Z ar e e ach ind e pondont l y is carbon N. provided that both T and Z are 
not simultaneously N: 

is s e l e ct e d from a oyoloa l ky i r i ng of 3 to 10 carbon atoms, optiona ll y subst i tutod 
w i th on e or mor e indopondently se le ct e d a l ky! groups of 1 to 6 carbon atoms; ary l of 
6 to 12 carbon atoms opt i ona ll y subst i tut e d with 1 to 4 substitu e nts wh i ch may bo tho 
sam e or diff e r e nt i nd e pend e nt l y s e l e ct e d from - H, - J, - NOg, - NH3, - OH, - SH, - CN. - N3 7 

- COOH. CONH^, NHC(0)NH^, C(0)H, - CF^, ■ OCF4, - R^ i— QR ^ - NHR^ ^-Qt 

-S(0>^R ^, NHSO^ V-Pt ^OH, R^ QR^^^ NH^, R^ NHR^r-B^Qr-^^ SH. ■ R^ S(0)ff,RS 
-NHR ^OH. - NHR' QR ^ - NCR^ IR ^QH, N(R^ >R^OR ^ - NHR^NHa, - NHR^ N^4R ^ NHR^ Q^ 
-N^R yNH^, N(R yNHB ^ N(RyQ, - OR^OH, - OR^ QR^r-OR^ NH^, OR^ NHR^ 
-GR 'Q. OC(0)R^ NHC(0)R^ MHC(0)NHR^ ,-QR ^C(0)R^ MHR^C(0)R^ ■ C(0)R^ 
. - C(0)OR^ - C(0)NHR^, C(0)Q. R^C(0)H,- -R ^C(0)R^ t-R ^C(0)OH, R^C(0)OR^ 

-R ^C(0)NH^. ■ R^C(0)NHR^ r-B ^C(0)Q, ■ R^OC(0)R^ y-R ^OC(0)NH^, - R ^0C(0)NHRS 
-R ^OC(0)Q and YR^ groups whoroin Y is i nd e p e nd e nt l y s el eotod from — C(0) - , 
C(0)0 , 0C(0)-. C(0)NH . NHC(O) . NHSO^ , SO^H , C(OH)H . 0{C(R^ )^^-, 

Sm^^^^ -, ■ NH(C(RV q-^'^^V^-r^G(RV^-HG(RVqQ-T 

-(e(R»)^q.S(Q) m , (C(R» )a) qNH , (C(R» )a)^NR ^ . CsC , o/c and trano CH = CH and 
oyo l oa l ky i of 3 to 10 carbon atoms; 

a heteroaryl ring having §-©f 6 atoms containing 1 to -4- 3 heteroatoms . 1 of which is 
or particularly 1 or 2 heteroatoms which may be the same or different, selected 
from N, O and S wherein the heteroaryl ring may be optionally substituted with 1 to 4 
substituents which may be the same or different selected from -H, -J. -NO2, -NH2, 

-OH, -SH, -CN, -N3, -COOH, -CONH2. -NHC(0)NH2, -C(0)H, -CF3, -OCF3, -R^ -OR^ 
-NHR^ -Q, -S(0)mR^ -NHS02R^ -R^OH, -R^OR^ -R^NH2. -R^NHR^ -R^Q, -R^SH, 
-R^S(0)mR^ -NHR^OH, -NHR^OR^ -N(R^)R^OH, -N(R=)R''OR^ -NHR^'NHa, 
-NHR'NHR®, -NHR'Q, -N(R^)R^NH2, -N(R5)R'NHR^ -N(R^)R'^Q, -OR^OH, -R'OR^ 

-OR^NH2, -OR^NHR^ -OR^Q, -OC(0)R^ -NHC(0)R^ -NHC(0)NHR^ -R^C(0)R^ 
-NHR^C(0)R^. -C(0)R^ . -C(0)0R^ -C(0)NHR^ -C(0)Q. -R^C(0)H, -R®C(0)R^ 
-R^C(0)OH, -R^C(0)0R^, -R^C(0)NH2, -R^C(0)NHR^ -R^C(0)Q, -R^OC(0)R^, 

-R^0C(0)NH2, - R^OC(0)NHR^ -R^OC(0)Q and YR® groups wherein Y is 
independently selected from -C(0)-. -C(0)0-, -0C(0)-, -C(0)NH-, -NHC(O)-, 
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-NHS02-, -SOaNH-, -C(OH)H-. -0(C(R9)2)^-. -S(0)„,(C(R9)2)„-, -NH(C(R9)2)q-. 
-NR^°(C(R9)2)q-, -(C(R9)2)q-, -(C(R9)2)qO-. -(C(R9)2)qS(0)m-. -(C(R%)qNH-. 
-(C(R9)2)qNR^°-, -C=C-, cis and trans -CH=CH- and cycloalkyi of 3 to 10 carbon 



a b i cyc li c h e t e roary l r i ng syst e m having 8 to 20 atoms conta i n i ng 1 to 4 h e t e roatoms 
wliioh may b e the oamo or diff e r e nt s el ect e d from N, O and S wli e r e in th e b i oyol i c 
h e t e roaryl r i ng syotom may bo opt i onally subst i tutod w i th 1 to i cubst i tuonto which 
may b e tho same or d i ffer e nt s el ected from - H, - J, - NO3, - NH^, - OH, - SH, - CN, - N^, 
COOH, CONH^, MHC(0)MH^, C(0)H, CF^, OCF^. R^ - OR^, - NHR^ ,— Q, 
-S(Q»ff,R ^, NHSO^RV -R ^OH, R^ QR^— R ^MH^, R^ NHR^r-B^Qr-R ^SH. R^ S^O^^- 

-NHR^ OH, MHR^ QR^r-N(Ry OH, N(R^ >R'QR ^ - NHR^NH^, -NHR ^NHB ^ NHR ^Qt 
444R yNH^, N(Ry NHR^r-N4R yQ, QR^OH, QR^ QR^^-QR ^NH^, - OR^ NHRS 

-QR ^Q. ■ OC(0)R^ NHC(0)R^ NHC(0)NHR^ ^-QR ^C(0)R^ NHR^C(0)R^, C(0)R^ 
. - C(0)OR^, C(0)NHR^ - 0(0)0, ■ R^C(0)H,- -R ^C(0)R^ t-R ^C(0)OH,- -R ^C(0)OR% 

-R ^C(0)NHw, R^C(0)NHRV -R ^C(0)Q. R^0C(0)RV -R ^0C(0)NH^, R^QC(0)MHR^ 

-R ^OC(Q)Q and YR^ groups wh e r e in Y is i ndepondont l y so i ect e d from - C(0) - , 

■ C(0)0 , 0C(0) - . - C(0)NH , NHC(O) . NHSO^ , SO^NH , C(OH)H . 0(C{R^ ^ ^ 
-S(Q»».4e(R^)a>^ -. NH(C(RV qr-NR'^<G(R%)^7-(G<RVq-r-^VqQ-^ 

' (C(RV^NH . (C(RV ^NR ^ . GoC , cio and trane CH=CH and 
cyc l oa l ky i of 3 to 10 carbon atoms; and a moioty of tho formula 



atoms; 




E io NH , NR% 



0 - . S(0)^ , C(0) , CH^ . CHR^ - 



or CR^ R^ 
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Q is -NR^R^ and further provided that when each R^ is independently selected from 
alkyi and alkenyl, R^R^ may optionally be taken together with the nitrogen atom to 
which they are attached forming a heterocyclyl ring of 3 to 8 atoms, optionally 
containing 1 or 2 additional heteroatoms which may be the same or different selected 
from N, O and S; 

B^r-R^T-R^ffi ^ and R^ aro oaoh. indopondontly soloctod from - H, J. NO^. NHa r 
■ OH, - SH, CM, COOH, - CONH^, NHC(0)NH^. C(0)H, CF^, - OCF^, ■ R^ .-GBS 
-NHR ^, Q, S(0)m B ^, NHSO^RV -R ^OH, - R^ QR^^ ^NH^, ■ R^ NHR^^^Q^^SHy 

-R^S^Q)mft ^ MHR^OH, MHR^ OR^7-N(R^)ft 'OH, N(R^ )B^QR ^ NHR^ NHgr 

44HR'N^4R ^ NHR^Q, M(R^ >R ^NH^, ■ N(R^ >B'j4HB ^, N(R^ >R ^Q, - OR'OH, - OR^ QR^ 

-QR ^NH^, ■ OR^ NHR^.-GR ^Q, - OC(0)R^, MHC(0)R^ NHC(0)NHR^ r-QR ^C(0)RS 

44HR ^C(0)R^ C(0)R^ . C(0)OR^ C(0)NHR^ C(0)Q, R^C(0)H,- -R ^C(0)R^ 

-R ^C(0)0H,- -R ^C(0)0RV -R ^C(Q)NH^, R ^ C(0)MHRV -R ^C(0)Q, ■ R^0C(0)R^ 

-R ^OC(0)NH^, ^ R ^OC(0)NHR^ - ary l , - CH^aryl, NHary l , Oary l , S(0)maryl, R^ t 

-QR ^, -NHR^ -aBd-'-R ^OC(0)Q; R^^, R^", and R^", are each, independently selected 
from -H, -aryl, -CHgaryl, -Oaryl, -S(0)maryl, -J. -NO2, -OH. -SH. -ON, -N3, -COOH, 

-CONH2, -NHC(0)NH2, -C(0)H, -CF3, -OCF3, -R^ -OR^ -S(0),^R^ -NHS02R^-R^^ 
-OR", -R^OH, -R^0R^ -R^SH, -R^S(0)mR^-0R^0H, -OR^OR^, -OC(0)R^ 

-NHC(0)R=, -NHC(0)NHR=, -OR^C(0)R^, -NHR^C(0)R^ -C(0)R^ , -C(0)OR^, 

-C(0)NHR^ -C(0)Q, -R^C(0)H, -R^C(0)R^ -R^C(0)OH, -R®C(0)OR^ -R^C(0)NH2, 
-R^C(0)NHR^ -R^C(0)Q, -R^OC(0)R^ -R^0C(0)NH2, -R^OC(0)NHR^ -R^OC(0)Q. 
-G-{C(R9)2)p-R^2 _ -(C(R9)2VRi2^ 
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CONH(CH2)r - 



R 



18. 



CONH(CH2)r - 



(R'«)2N 




(R'°)2N 



0(CH; 



NH(CH2)r - 




NH(CH2)r 




O 



,CONH(CH2)r - ^ 

and 

•r1« R 



,18 



18 




.S02NH(CH2)r - 



.18 



G is -NH-, -NR10-, -O- or -S(0)m-; 

is selected from all<enyl of 2 to 6 carbon atoms, optionally substituted with one or 
more of -R^°, -(C(R^)2)sR^^, -CHO, 1 ,3-dioxolane, -NO2, -CN, -CO2H, -CONH2, 
-C02R'°. -CONHR'°. -COR'° -(C(R%)qOH, -(C(R^)2)qOR'°.-(C(R^)2)qNHR'°, 
-(C(R^)2)pJ. -(C(R^)2)qNH2. -(C(R%)rH, -G(C(R^)2)pOR^°, -G(C(R«)2)pR'^ and 
-G(C(R^)2)pOH; akynyl of 2 to 6 carbon atoms, optionally substituted with one or 
more of -R^°, -(C(R^)2)sR^^ -CHO, 1 ,3-dioxolane, -NO2, -CN, -CO2H, -CONH2. 
-C02R^°, -CONHR^°, -COR^**, -(C(R^)2)qOH, -(C(R®)2)qOR^°, -(C(R^)2)qNHR^°, 
-(C(R%)qJ, -(C(R%)qNH2. -(C(R%)rH, -G(C(R%)pOR^°, -G(C(R^)2)pR^^ and 
-G(C(R®)2)pOH; aryl of 6 to 12 carbon atoms optionally substituted with 1 to 4 
substituents which may be the same or different selected from -R^°, -(C(R^)2)sR^^, 
-CHO, 1,3-dioxolane, -NO2. -CN, -CO2H, -CONH2. -C02R'°. -CONHR'°, -COR'", 

-(C(R«)2)qOH, -(C(R^)2)qOR^°. -(C(R%)qNHR^°, -(C(R^)2)qJ. -(C(R^)2)qNH2, -(C(R^)2)rH, 

-G(C(R%)pOR^°, -G(C(R%)pR^2 -G(C(R%)pOH; a heteroaryl ring having 5 or 6 
atoms containing 1 to 4 heteroatoms or particularly 1 or 2 heteroatoms which may be 
the same or different, selected from N, O and S where the heteroaryl ring may be 
optionally substituted with 1 to 4 substituents which may be the same or different 
selected from -R'°, -(C(R^)2)sR^^. -CHO, 1,3-dioxolane. -NO2, -CN, -CO2H, -CONH2. 
-C02R'°, -CONHR'°, -COR'°, -(C(R^)2)qOH. -(C(R^)2)qOR'°, -(C(R^)2)qNHR'°. 

-(C(R%)qJ. -(C(R')2)qNH2, -(C(R%)rH, -G(C(R')2)pOR'°, -G(C(R^)2)pR'^ and 

-G(C(R^)2)pOH; a bicyclic heteroaryl ring system having 8 to 20 atoms containing 1 to 
4 heteroatoms which may be the same or different selected from N, O and S wherein 
the bicyclic heteroaryl ring system may be optionally substituted with 1 to 4 
substituents which may be the same or different selected from -R^°, -(C(R^)2)sR^^, 

-CHO, 1,3-dioxolane. -NO2. -CN, -CO2H, -CONH2, -COaR^". -CONHR'°, -COR'°, 
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-(C(R')2)qOH. -(C(R^)2)qOR^°, -(C(R%)qNHR^°, -(C(R^)2)qJ. -(C(R^)2)qNH2. -(C(R^)2)rH, 

-G(C(R^)2)pOR'°, -G(C(R^)2)pR'^ and -G(C(R%)pOH; 



R^ is selected from -(C(R^)2)rH, optionally substituted with one or nnore of -R'°, 
-(C(R%)sR'^ -CHO. 1,3-dioxolane, -NO2, -CN,-C02H, -CONH2.-C02R'°, 

-CONHR'°, -COR'°, -(C(R%)qOH, -(C(R%)qOR^°. -(C(R^)2)qNHR'°, -(C(R^)2)qJ, 
-(C(R^)2)qNH2, -(C(R%)rH, -G(C(R')2)pOR^°, -G(C(R')2)pR'', and -G(C(R^)2)pOH; 
alkenyl of 2 to 6 carbon atoms, optionally substituted with one or more of -R^°, 
-(C(R^)2)sR^^-CHO, 1,3-dioxolane, -NO2, -CN, -CO2H, -CONH2, -COgR^", -CONHR^°, 

-COR^°, -(C(R%)qOH, -(C(R%)qOR^°. -(C(R^)2)qNHR^°. -(C(R«)2)qJ. -(C(R')2)qNH2. 

-(C(R^)2),H, -G(C(R%)pOR'°, -G(C(R^)2)pR'^ and -G(C(R^)2)pOH; alkynyl of 2 to 6 
carbon atoms, optionally substituted with one or more of -R^°, -(C(R^)2)sR^^, -CHO, 
1 ,3-dioxolane, -NO2, -CN, -CO2H, -CONH2. -C02R'°, -CONHR'°, -COR^°, 

-(C(R')2)qOH, -(C(R«)2)qOR^°. -(C(R%)qNHR^°. -(C(R^)2)qJ. -(C(R«)2)qNH2. -(C(R%)rH. 

-G(C(R%)pOR^°, -G{C(R^)2)pR'^, and -G{C(R^)2)pOH; aryl of 6 to 12 carbon atoms 
optionally substituted with 1 to 4 substituents which may be the same or different 
selected from -R^°, -(C(R')2)8R'^, -CHO, 1,3-dioxolane, -NO2, -CN, -CO2H. -CONH2. 
-C02R'°, -C0NHR'°, -C0R'°, -(C(R%)qOH. -(C(R%)qOR'*', -(C(R^)2)qNHR'°, 

-(C(R^)2)qJ, -(C(R^)2)qNH2.-(C(R%),H, -G(C(R')2)pOR^°. -G(C(R')2)pR''. and 

-G(C(R^)2)pOH; a heteroaryl ring having 5 or 6 atoms containing 1 to 4 heteroatoms 
or particularly 1 or 2 heteroatoms which may be the same or different, selected from 
N, O and S wherein the heteroaryl ring may be optionally substituted with 1 to 4 
substituents which may be the same or different selected from -R^°, -(C(R^)2)sR^^, 

-CHO, 1,3-dioxolane, -NO2. -CN, -CO2H, -CONH2. -C02R'°, -CONHR^°, -COR^°, 

-(C(R%)qOH, -(C(R^)2)qOR'°, -(C(R')2)qNHRl° -{C(R%)qJ, -(C(R^)2)qNH2, -{C(R^)2)rH, 

-G(C(R^)2)pOR'°, -G(C(R^)2)pR'^ and -G(C(R^)2)pOH; a bicyclic heteroaryl ring 
system having 8 to 20 atoms containing 1 to 4 heteroatoms which may be the same 
or different selected from N, O and S wherein the bicyclic heteroaryl ring system may 
be optionally substituted with 1 to 4 substituents which may be the same or different 
selected from -R^°, -(C(R^)2)sR^^. -CHO. 1,3-dioxolane, -NO2, -CN, -CO2H. -CONH2. 
-C02R^°, -CONHR^°, -COR^°, -(C(R^)2)qOH, -(C(R^)2)qOR'°, -(C(R^)2)qNHR^°, 
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-(C(R')2)qJ. -(C(R^)2)qNH2. -(C{R%)M, -G(C(R^)2)pOR^°. -G(C(R%)pR^^ and 
-G(C(R^)2)pOH; 

R° is a monovalent group independently selected from alkyi of 1 to 12 carbon atoms, 
preferred Is 1 to 6 carbon atoms, alkenyl of 2 to 6 carbon atoms, and alkynyl of 2 to 
6 carbon atoms; 

R® is a divalent group selected from alkyI of 1 to 6 carbon atoms, alkenyl of 2 to 6 
carbon atoms, and alkynyl of 2 to 6 carbon atoms; 

R^ Is a divalent alkyI group of 2 to 6 carbon atoms; 

R° is a cycloalkyi ring of 3 to 10 carbon atoms that may optionally be substituted 
with one or more alkyI groups of 1 to 6 carbon atoms; aryl of 6 to 12 carbon atoms 
optionally substituted with 1 to 4 substituents which may be the same or different 
selected from -H,-aryl, -CH2aryl, -NHaryl, -Oaryl, -S(0)maryl, -J, -NO2, -NH2, -OH, 
-SH. -CN, -N3. -COOH, -CONH2, -NHC(0)NH2, -C(0)H, -CF3, -OCF3, -R^ -0R^ 
-NHR^ -Q, -S(0)„,R^ -NHS02R^ -R", -OR", -NHR". -R^OH, -R^OR^ -R^NHg, 
-R®NHR^ -R®Q. -R^SH. -R^S(0)mR^ -NHR^'OH, -NHR^pR^ -N(R=)R^OH.-R^R^2. 
-N(R^)R^OR^ -NHR^NH2, -NHR''NHR^ -NHR^Q, -N(R=)R''NH2. -N(R^)R'NHR^, 
-N(R=)R''Q, -OR^OH, -OR^OR^ -OR'NHa. -OR^NHR^ -OR^Q, -OC(0)R^ -NHC(0)R^, 
-NHC(0)NHR^, -OR^C(0)R=, -NHR^C(0)R=, -C(0)R^ , -C(0)OR^ -C(0)NHR^ 

-C(0)Q, -R^C(0)H, -R^C(0)R^ -R®C(0)0H, -R^C(0)0R^ -R^C(0)NH2, -R^C(0)NHR^ 
-R^C(0)Q, -R^OC(0)R^ -R^0C(0)NH2. -R^0C(0)NHR^ and -R^0C(0)Q; a 
heteroaryl ring having 5 or 6 atoms containing 1 to 4 heteroatoms or particularly 1 or 
2 heteroatoms which may be the same or different, selected from N, O and S 
wherein the heteroaryl ring may be optionally substituted with 1 to 4 substituents 
which may be the same or different selected from -H, -aryl, -CH2aryl, -NHaryl, -Oaryl, 
-S(0)maryl, -J, -NO2. -NH2, -OH, -SH, -CN, -N3, -COOH, -CONH2, -NHC(0)NH2, 

-C(0)H. -CF3, -OCF3. -R^, -OR^, -NHR=, -Q. -S(0)mR^ -NHS02R^, -R", -OR", 

-NHR'\ -R^OH, -R^OR^ -H^NHz, -R®NHR^ -R^Q, -R^SH, -R®S(0)mR^ -NHR^OH. 

-NHR^OR^ -N(R^)R'OH, -N(R^)R^OR^ -NHR''NH2. -NHR^NHR^ -NHR^Q, 

-N(R5)R'NH2, -N(R^)R^NHR^, -N{R^)R'Q, -OR^OH, -OR''OR^ -OR^NHa. -OR^NHR^ 
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-OR^Q. -OC(0)R^ -NHC(0)R^-R^R'^ -NHC(0)NHR^ -OR®C(0)R^ -NHR^C(0)R^ 

-C(0)R^ , -C(0)OR^ -C(0)NHR^ -C(0)Q, -R^C(0)H. -R^C(0)R^ -R^C(0)OH, 

-R^C(0)OR^ -R^C(0)NH2, -R^C(0)NHR*, -R®C(0)Q, -R®OC(0)R^, -R°0C(0)NH2, 

-R^OC(0)NHR^ and -R^OC(0)Q; a bicyclic heteroaryl ring system having 8 to 20 
atoms containing 1 to 4 heteroatoms which may be the same or different selected 
from N, O and S wherein the bicyclic heteroaryl ring system may be optionally 
substituted with 1 to 4 substituents which may be the same or different selected from 
-H, -aryl, -CHsaryl, -NHaryl, -Oaryl, -S(0)maryl, -J, -NO2, -NH2, -OH, -SH, -CN, -N3, 
-COOH, -CONH2, -NHC(0)NH2, -C(0)H, -CF3, -OCF3, -R^ -OR^ -NHR^ -Q, 
-S(0)mR^ -NHS02R^-R'^ -or", -NHR", -R^OH, -R^OR^ -R^NHz, -R^NHR^ -R^Q, 

-R^SH, ,-R^R^^ -R^S(0)mR^ -NHR^'OH, -NHR^OR^ -N(R^)R^OH, -N(R^)R^OR^ 
-NHR'NHz, -NHR^'NHR^ -NHR^'Q, -N(R=)R^NH2, -N(R^)R^NHR^ -N(R^)R^Q, -OR^OH, 
-OR''OR^ -OR''NH2, -OR''NHR=, -OR^Q. -OC(0)R^ -NHC(0)R^ -NHC(0)NHR^ 
-0R^C(0)R^, -NHR®C(0)R^ -C{0)R^ , -C(0)OR^ -C(0)NHR^ -C(0)Q, -R^C(0)H, 
-R^C(0)R^ -R^C(0)OH, -R^C(0)OR^ -R^C(0)NH2, -R^C(0)NHR^ -R^G(0)Q, 
-R^OC(0)R^ -R^OC(0)NH2, -R®OC(0)NHR^ and -R^OC(0)Q; 



R^ is independently -H, -F or -R°; 



R ° is an alkyi group of 1 to 12 carbon atoms, preferred is 1 to 6 carbon atoms; 



R" is a cycloalkyl group of 3 to10 carbon atoms; 



R'2 is .N(0)n R'^R''' or -N*(R'°R"R^*)J-; 

provided that when R^^is N(0)n R^^R'"* and n is 1 , R" or R^* are not H; 
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R^^ and R'* are independently selected fronn a group consisting of -H, -R®, -R^\ 
-(C(R^)2)qaryl-R'=, -(C(R%)qheteroaryl-R'=, -(C(R^)2)qheterocyclyl-R'=, -(C(R^)2)pOR'^ 
-(C(R%)pNR^«Rl^ -(C(R^)2)pS(0)mR^^ -(C(R^)2)pC02R^^ -(C(R«)2)pC(0)NHR^«and 

-(C(R^)2)pC(0)R^^; furtiier provided that R^^ and R^'* may optionally be taken together 
with the nitrogen to which they are attached forming a hetefocyclyl, heteroaryl or 
bicyclyl heteroaryl ring optionally substituted on either nitrogen or carbon by one or 
more selected from the group, -R^. -{C(R^)2)qarylR^^, -(C(R^)2)qheteroarylR^^, 
-(C(R^)2)qheterocyclylR'^ -(C(R^)2)qCO^R'^-(C(R^)2)qC(0)NHR'^ and 

-(C(R^)2)qC(0)R^^; or optionally substituted on carbon by -F, -(C(R^)2)qOR^^, 
-(C(R^)2)qNR^^R^^, and -(C(R^)2)qS(0)mR^^; or optionally substituted on nitrogen by 
-(C(R^)2)pOR^^ -(C(R^)2)pNR^^R^^ and -(C(R^)2)pS(0)n,R^^ 



R^^ is independently selected from a group consisting of -H, -R^, -R", -(C(R%)qaryl, 
-(C(R^)2)qheteroaryl, -(C(R^)2)qheterocyclyl. -(C(R^)2)qOH, -(C(R^)2)qOR^°, 

-(C(R^)2)qNH2, -(C(R^)2)qNHR^° -(C(R^)2)qR'°, -(C(R^)2)qS(0)„,R^°. -(C(R^)2)qC02R^°. 

-(C(R®)2)qC0NHR'°, -(C(R%)qCONR'°R'°. -(C(R^)2)qCOR'°, -(C(R%)qC02H, and 
-(C(R«)2)qCONH2; 

R^^ and R^'' are independently selected from a group consisting of -H, -R^, -R", 
-(C(R^)2)qaryl, -(C(R^)2)qheteroaryl. -(C(R^)2)qheterocyclyl. -(C(R^)2)pOH, 
-(C(R^)2)pOR^°, -(C(R%)pNH2, -(C(R^)2)pNHR^° -(C(R^)2)pNR^°R^°, 

-(C(R%)pS(0)r„R^°,-(C(R%)pC02R'°,-(C(R^)2)pCONHR^° -(C(R%)pCONR'°R'° 
-(C(R^)2)pCOR'°, -(C(R^)2)pC02H, and -(C(R^)2)pCONH2; 

R18 j3 independently selected from the group consisting of -H, -aryl, -R^, -R^NH2, 
-R^NHR^ and -R^Q; 

provided that, the 6-POSition is substituted whon T and Z aro oarbon, A i s absent, r i s 
0 and R^ i o (C(R^ )a) ,H, thon, 

a. R^is not unsubst i tuted thiophono. furan, thiazo le , i m i dazo l o, 1 ,2,3 triazo l o, 
1 ,2, 4- triazolo, totrazo l o, pyr i d i ne, pheny l , a l kony l or a l kyny l ; or 
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b^ ^ i c not monosubctitutod by R^, - (C(R^ )a) qOH, or - {C{R^ )^^OR ^ whon 
i s thiophone, furan, thiazolo, i midazo l e, 1 ,2,3 triazolo, 1,2, 4- triazQ l o, 
t e trazol e or pyr i dino; and 

c. R'^and R' ^ aro not alkyi of 1 to 6 carbon atoms when R^ i s thiopheno, 
furan, thiazolo, i m i dazo le , 1 ,2,3 ' tr i azolo, 1 ,2,^ - tr i azol e , t e trazol e or 
pyridino whon R^is subst i tutod by (C(R^ )2»eft ^ and R^ is - NR^ R^i 

furth e r provid e d that, wh e n T and Z ar e carbon, A is abs e nt and R'^is pheny l , thon, 

a^-R' ^is not substituted by - NO^, CN, CO^H, CQNH^ ^-GQaB^T 

- CONHR^ ^^G(R^)^ ^QH, (C(R^ )g>^QR^HG(R^)a>^NHR^^^G(R^)^qJ^ 

- (C(R^ )2> qNHa or unsubstituted when R^ i s thioph e n e , furan, thiazol e , 
imidazol e , 1 ,2,3 - triazol e , 1 ,2, 4- tr i azole, t e trazo le or pyrid i ne; and 

b^' ^and R' ^ aro not i ndopondontly alkyI of 1 to 3 carbon atoms whon R^ 4S 
thiophen e , — furan, — thiazo le , — i midazol e , — 1 ,2,3 - tr i azol e , — 1 ,2, ^ - triazolo, 
t e trazo le or pyr i dino, whoro i n R'^ i s subst i tuted by - (C(R^ )2>sR' ^ and s i s 0 
and-R" ^ is - NR' ^R^f 

add i t i ona ll y prov i d e d that, wh e n T and Z are carbon, th e n, 

a, carbon - 8 i s not sub s t i tuted by - OH, - OR" * ^, - SR"^, or - OR"^ wh e n carbon - 6 
is subst i tuted by an i midazo l e, oxozo l o or th i azo l o ring that is fusod to a 6 
m e mb e r e d aryl or h e t e roary l r i ng hav i ng 0 to 2 n i trogen atoms and wherein 
tho fusod bicyclio hotoroaryl r i ng i s attach e d to carbon - 6 of Formu l a (I) via 
carbon - 2 of the i midazo l e, oxazo l o or thiazolo r i ng; and 

b. carbon 8 ic not substituted by OH, OR' ^t-SR' ^, or OR^ whon X is O 
and carbon - 5 is subst i tuted by aryl or hoteroary l ; 

furthor provid e d that wh e n e ith e r T or Z aro N, thon R^^is absent; or a 
pharmaceutically acceptable salt thereof. 

2. (original) The compound of claim 1 , wherein X is -NH-, -NR^ or -O- or a 
pharmaceutically acceptable salt thereof. 

3-4. (cancelled) 
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5. (re-presented - formerly claim 5) The compound of claim 1 , wherein T is carbon 
and Z is N or a pharmaceutically acceptable salt thereof. 

6. (cancelled) 

7. (original) The compound of claim 1 , wherein T is carbon, n is 0 and Z is N and X 
is -NH- or a pharmaceutically acceptable salt thereof. 

8-9. (canceled) 

10. (original) The compound of claim 1 , wherein T is carbon, Z is N, X is -NH-, n is 0 
and is aryl or a pharmaceutically acceptable salt thereof. 

11-121. (canceled) 

122. (currently amended) A method of treating, inhibiting the growth of , or 
eradicating neoplasms in a mammal in need thereof which comprises 
administering to said mammal an effective amount of a compound of 
Formula (I) having the structure: 





wherein: 



Xis -NH-, -NR\ -( 



0-, or-S(0)m-; 
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n is an integer of 0 or 1 ; 
m is an integer of 0 to 2; 
q is an integer of 0 to 5; 
p is an integer of 2 to 5; 
s is an integer of 0 to 5; 
r is an integer of 0 to 5; 
J is halogen; 

A is >(C(R^)p)r-, -C(0)-. ■C(0)(C(R^)p)r-, -ICIR\\ C(0)-. -cvcloalkvl- or ie absont : 

T is N C and Z aro oach ind e p e nd e ntly js carbon N, provided that both T and Z are 
not simultaneously N: 

is solectod from a cyc l oalky i r i ng of 3 to 10 carbon atoms, optional l y eubst i tutod 
with on e or mor e i ndopendont l y sel e ct e d a l kyi groups of 1 to 6 carbon atomc; ary l of 
6 to 12 carbon atoms optional l y substitut e d with 1 to 4 subst i tu e nts wh i ch may be the 
samo or diff e r e nt indepondontly se le ct e d from - H, - J, NO^, NH^, OH, - SH, - CN, - N^ r 

-COOH, - CONH^, NHC(0)NH^, C(0)H, CF^, OCF^, ■ R^ OR^ NHR^ ^-^ 

-S(0)^R ^ NHSO^ V-R ^OH, R^ GR^^^ NH^, - R^ fviHR^^^Q^ ^SH, R^ S(Q)ff,R^ 
-NHR ^OH, - NHR^ QR^r-N^R yOH. N(Ry QR ^ NHR^NH^, ■ NHR^ NHR ^ NHR^ Q^ 
-N(R yNH;,, N(Ry f4l4R ^ N(RyQ, OR^OH, OR^ QR^t-OR^ NH^, qr^ NHR^ 
-GR ^Q, OC(0)R ^ , NHC(0)R^ MHC(0)MHR^ t-OR ^C(0)R^, NHR^C(0)R^ C(0)R^ 
, C(0)OR^ - C(0)NHR^ C(0)Q, R^C(0)H,' -R^ C(Q)R^ r-R ^C(Q)OH, R^C(0)QR^ 

^ ^C(0)NH;,, R^C(0)NHR^ ^ ^C(0)Q, R^OC(0)R^ r-R ^OC(0)NH;^ 'R ^OC(0)NHRS 
-R ^OC(0)Q and YR^ groups whoroin Y is i nd e p e nd e ntly se l ected from — C(0) - , 
C(0)0 , 0C(0) , C(0)NH , NHC(O) , NHSO^ , SO;,NH , C(OH)H , 0(C(R^ )3>^-t 

^S(0>^{G(R^)a>^ -, NH(C(RV cT^'^^Vq'^^^VqHG(RVqQ-T 

-(G(RVq^(Q> m > (C(RV^NH , (C(R% )ql4R ^ - , 0=0 , c/g and tranc CH^CH and 
cycloalky i of 3 to 1 0 carbon atoms; 

a heteroaryl ring having §-ef 6 atoms containing 1 to -A-'3 heteroatoms . 1 of which is 
or particularly 1 or 2 heteroatoms which may be the same or different, selected 
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from N, O and S wherein the heteroaryl ring may be optionally substituted with 1 to 4 
substituents which may be the same or different selected from -H, -J, -NO2, -NHa, 

-OH, -SH, -CN, -N3, -COOH, -CONH2. -NHC(0)NH2, -C(0)H, -CF3, -OCF3, -R^ -OR^ 
-NHR^ -Q, -S(0)^,R^ -NHS02R^ -R^OH, -R^OR^ -R^NHg, -R^NHR^ -R^Q, -R^SH, 
-R^S(0)mR^ -NHR^OH, -NHR^OR^ -N(R^)R^OH, -N(R^)R^OR^ -NHR^NHa, 
-NHR''NHR^ -NHR^Q, -N(R^)R^NH2, -N(R^)R^NHR^ -N(R°)R^Q, -OR^OH. -R^OR^ 

-OR^NHz, -OR'NHR^, -OR^Q. -OC(0)R^ -NHC(0)R^ -NHC(0)NHR=, -R^C(0)R^ 
-NHR^C(0)R^ -C(0)R= , -C(0)OR^ -C(0)NHR^ -C(0)Q. -R^C(0)H, -R^C(0)R^ 
-R^C(0)OH, -R®C(0)OR^. -R®C(0)NH2, -R®C(0)NHR^, -R^C(0)Q, -R^OC(0)R=, 

-R^0C(0)NH2, - R^OC(0)NHR^ -R^OC(0)Q and YR^ groups wherein Y is 
independently selected from -C(0)-. -C(0)0-, -0C(0)-, -C(0)NH-, -NHC(O)-, 

-NHSO2-. -SO2NH-, -C(OH)H-, -0(C(R9)2)q-, -S(0),^(C(R9)2)q-, -NH(C(R%)q, 
-NR^°(C(R9)2)q-, -(C(R%)q-, -(C(R9)2)qO-. -{C{R%)^S(OU-, -(C(R9)2)qNH-. 
-(C(R9)2)qNR^°-, -C=C-, cis and trans -CH=CH- and cycloalkyi of 3 to 10 carbon 
atoms; 

a bioyol i o h e t e roary l r i ng syst e m hav i ng 8 to 20 atoms contain i ng 1 to 4 h e t e roatoms 
wh i ch may b e th e same or d i fforont colootod from N, O and S whoro i n tho bioycl i c 
h e t e roaryl ring syst e m may b e opt i ona ll y subst i tut e d with 1 to 4 subst i tuonts wh i ch 
may bo tho samo or d i fforont colootod from - H, - J, - NOa, - NHa, - OH, - SH, - CN, - N3 7 
- COOH, CONH^, NHC(0)NH,,, C(0)H. CF^, OCF^, R^ OR^ NHR^ ^-Qy 
-S(Q>B,R ^ MHSOi^ V-R ^OH, R^ QR^r-R^ NHa. R^ NHR^r-R^Qr-R ^SH. R^ S(0)B.R^ 

-NHR 'OH, NHR^ OR ^. N( R ^ )R 'OH, M(R^ >R^OR ^ MHR^H^, NHR^ NHR^r-NHR^Qr 
-N(R^)R ^NH^, N(Ry NHR^r-N(R yQ, OR^OH. OR^ QR^T-QR ^NHa, OR' NHRS 

-OR ^Q, OC(0)R^ NHC(0)R^ NHC(Q)NHR^ r-OR ^C(0)R^ NHR^C(0)R^, C(0)R^ 
. ■ C(0)0R^ C(0)NHR^, C(0)Q, R^C(0)H,- -R ^C(0)R^ r-R ^C(0)OH,- -R ^C(0)ORS 

-R ^C(0)NHa R^C(0)NH R V -R ^C(0)Q, R^0C(0)RV -R ^0C(0)NH,., R^0C(0)NHRS 

-R ^OC(0)Q and YR" groups whoro i n Y is i nd e p e nd e nt l y so l ootod from - 0(0) - , 

- C(0)0 , 0C(0) , C(0)NH , NHC(O) . NHSO^ - , - SO^NH , ■ G(OH)H , Q(C(R» ^ -7 
-S(Q>^(e(R»)g)^ -, NH(C(RV ^r-NR^^Vq^-^Vq^-<^VqQ-T 
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' (C(RV^NH . (C(R» )^qNR ^ . C=C , cic and trane ■ CH=CH - and 
oyo l oa l ky i of 3 to 10 carbon atoms; and a mo ie ty of the formu l a 



E io NH , NR^ . O , S(0)^ , C(0) , CH^ , CHR^ - or - CR^ R^-f 

Q is -NR^R^ and further provided that when each R^ is independently selected from 
alkyi and alkenyl, R^R® may optionally be taken together with the nitrogen atom to 
which they are attached forming a heterocyclyl ring of 3 to 8 atoms, optionally 
containing 1 or 2 additional heteroatoms which may be the same or different selected 
from N, O and S; 

^4a_^4fe_^4«_-^4^ and R" * ^ ar e e ach, i nd e p e nd e ntly s e l e ct e d from - H, - J. - NOg. - NH^ t 
- OH, - SH, - CN, N^, -COOH, CONH^, MHC(0)MH^, - C(0)H, - CF^, - OCF^, R^ ^-QB^ 
-NHR ^ Q, ■■ S(0)H ,R ^ NHSO^RV -R ^QH, - R^ OR^^ ^NH^, - R^ NHB^^^Q^^SHt 

-R^S(Q>mR ^, NHR'OH, NHR' QR ^, M(RyQH, N(Ry QR ^ NHR^ NHg, 

-NHR^NHR ^ NHR^Q. ■ NCR^ ^R 'NH^, NCR^ ^R^Mj^B^T-N^R^^R ^Q. OR^OH, OR' QRS 

-QR ^NH^, OR' NHR^,-QR ^Q. OC(0)R^ ■ NHC(0)R^ ■ NHC(0)NHR^ r-OR ^C(0)R\ 

-NHR ^C(0)R^ C(0)R^. C(0)OR^ C(0)NHR^ C(0)Q. R^C(0)H. -R ^C(0)RS 

-R ^C(0)0H.- -R ^C(0)0RV -R ^C(0)NH^, R^C(0)NHRV -R ^C(0)Q, R^0C(0)RS 

-R ^OC(Q)NH;i, ^ R ^QC(0)NHR^ ary l , CH^aryl, NHary l , Oaryl, S(0)^ary l , R* ^t 

-QR ^, NHR^ -and---R ^OC(0)Q; R^. R^, and R^". are each, independently selected 
from -H, -aryl, -CHaaryl, -Oaryl, -S(0)n,aryl, -J, -NO2, -OH, -SH, -CN, -N3, -COOH. 

-CONH2, -NHC(0)NH2, -C(0)H, -CF3, -OCF3, -R^ -OR=, -S{OUR^. -NHS02R^ -R", 
-OR^\ -R^OH. -R^OR^ -R^SH. -R®S(0)mR^-OR''OH. -OR^OR^. -OC(0)R^, 
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-NHC(0)R^ -NHC(0)NHR=, -OR^C(0)R^ -NHR^C(0)R^ -C(0)R^ . -C(0)OR^, 

-C(0)NHR^ -C(0)Q, -R^C(0)H, -R®C(0)R^ -R^C(0)OH. -R^C(0)OR^ -R^C(0)NH2, 
-R^C(0)NHR^ -R^C(0)Q, -R^OC(0)R^ -R^0C(0)NH2, -R^OC(0)NHR^ -R^OC(0)Q, 

-G-(C(RVp-R^^ -(C(RVq-R^^ 



r18 CONH(CH2)r 



0(CH2)r- 



y NH(CH2)r- 



>18. 



(R'^)2N 



-CONH(CH2)r - 



\ NH(CH2)r- 



O 



,18 




,18 



,18 




.CONH(CH2)r - R 

and 



18 



,18 




NH(CH2)r- 

I 

S02NH(CH2)r 



,18 



G is -NH-, -NR10-. -O- or -S(0)m-; 

R^ is selected from alkenyl of 2 to 6 carbon atonns, optionally substituted with one or 
more of -R^°, -(C(R^)2)sR'^ -CHO, 1 ,3-dioxolane, -NO2, -CN, -CO2H, -CONH2, 
-C02R'°, -CONHR^°, -COR^°, -(C(R^)2)qOH, -(C(R^)2)qOR'°,-(C(R%)qNHR'° 
-(C(R^)2)qJ, -(C(R^)2)qNH2, -(C(R^)2)rH. -G(C(R«)2)pOR^°. -G(C(R^)2)pR^', and 
-G(C(R^)2)pOH; alkynyl of 2 to 6 carbon atoms, optionally substituted with one or 
more of -R^°, -(C(R^)2)sR^^. -CHO, 1 ,3-dioxolane, -NO2, -CN, -CO2H, -CONH2, 
-C02R'°, -CONHR^°, -COR'°, -(C(R^)2)qOH, -(C(R%)qOR'°, -(C(R%)qNHR'° 
-(C(R')2)qJ, -(C(R^)2)qNH2, -(C(R^)2)rH, -G(C(R«)2)pOR^°, -G(C(R')2)pR'^ and 
-G(C(R®)2)pOH; aryl of 6 to 12 carbon atoms optionally substituted with 1 to 4 
substituents which may be the same or different selected from -R'°, -(C(R^)2)sR^^, 
-CHO, 1 ,3-dioxolane, -NO2. -CN, -CO2H, -CONH2, -COaR'". -CONHR'°, -COR^°. 

-(C(R^)2)qOH. -(C(R«)2)qOR^°, -(C(R^)2)qNHR^°. -(C(R%)qJ, -(C(R^)2)qNH2. -(C(R^)2)rH. 

-G(C(R%)pOR'°, -G(C(R®)2)pR^^, and -G(C(R%)pOH; a heteroaryl ring having 5 or 6 
atoms containing 1 to 4 heteroatoms or particularly 1 or 2 heteroatoms which may be 
the same or different, selected from N, O and S where the heteroaryl ring may be 
optionally substituted with 1 to 4 substituents which may be the same or different 
selected from -R^°, -(C(R®)2)8R^^ -CHO, 1 ,3-dioxolane. -NO2, -CN, -CO2H, -CONH2. 
-COzR'", -CONHR'°. -COR'". -(C(R^)2)qOH, -(C(R^)2)qOR'°, -(C(R')2)qNHR'°, 



-(C(R«)2)qJ. -(C(R%)qNH2, -(C(R^)2)rH. -G(C(R%)pOR^°. -G(C(R^)2)pR^^ and 
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-G(C(R^)2)pOH; a bicyclic heteroaryl ring system having 8 to 20 atoms containing 1 to 
4 heteroatoms which may be the same or different selected from N, O and S wherein 
the bicyclic heteroaryl ring system may be optionally substituted with 1 to 4 
substituents which may be the same or different selected from -R^°, -(C(R®)2)sR^^, 

-CHO. 1 .3-dioxolane, -NO2, -CN, -CO2H. -CONH2. -C02R^° -CONHR'°, -COR^°, 

-(C(R«)2)qOH. -(C(R%)qOR^°. -(C(R%)qNHR^°. -(C(R%)qJ. -(C(R«)2)qNH2, -{C(R^)2)rH, 
-G(C(R')2)pOR'° -G(C(R%)pR'2^ and -G(C(R^)2)pOH; 

R'' is selected from -(C(R^)2)rH, optionally substituted with one or more of -R'°, 
-(C(R%)sR'^ -CHO, 1, 3-dioxolane, -NO2. -CN, -CO2H. -CONH2, -COsR'", 

-CONHR'°. -COR^°, -(C(R%)qOH, -(C(R^)2)qOR'°. -(C(R^)2)qNHR'°, -(C(R^)2)qJ, 
-(C(R%)<,NH2. -(C(R^)2)rH, -G(C(R%)pOR'°, -G(C(R^)2)pR'^ and -G(C(R^)2)pOH; 
alkenyl of 2 to 6 carbon atoms, optionally substituted with one or more of -R^°, 
-(C(R^)2)sR^^-CHO, 1, 3-dioxolane, -NO2, -CN, -CO2H, -CONH2. -COsR'". -CONHR^°, 

-COR^°, -(C(R^)2)qOH, -(C{R%)qOR^°, -(C(R^)2)qNHR^°. -(C(R%)qJ, -(C(R«)2)qNH2, 

-(C(R^)2)rH, -G(C(R^)2)pOR'°, -G(C(R^)2)pR'^ and -G(C(R%)pOH; alkynyl of 2 to 6 
carbon atoms, optionally substituted with one or more of -R^°, -(C(R^)2)sR^^. -CHO, 
1, 3-dioxolane, -NO2, -CN, -CO2H, -C0NH2.-C02R^°, -CONHR'°, -COR^°, 

-(C(R')2)qOH, -(C(R^)2)qOR^°, -(C(R^)2)qNHR^° -(C(R«)2)qJ. -(C(R^)2)qNH2, -(C(R%)rH, 

-G(C(R^)2)pOR'°, -G(C(R%)pR'2, and -G(C(R^)2)pOH; aryl of 6 to 12 carbon atoms 
optionally substituted with 1 to 4 substituents which may be the same or different 
selected from -R^°, -(C(R%)sR^^. -CHO, 1 , 3-dioxolane, -NO2, -CN. -CO2H, -CONH2. 
-COaR^", -CONHR'°, -COR'°, -(C(R^)2)qOH, -(C(R^)2)qOR'°, -(C(R^)2)qNHR'°, 

-(C(R^)2)qJ, -(C(R^)2)qNH2.-(C(R%)rH, -G(C(R%)pOR'°. -G(C(R«)2)pR^2^ and 

-G(C(R^)2)pOH; a heteroaryl ring having 5 or 6 atoms containing 1 to 4 heteroatoms 
or particularly 1 or 2 heteroatoms which may be the same or different, selected from 
N, O and S wherein the heteroaryl ring may be optionally substituted with 1 to 4 
substituents which may be the same or different selected from -R^°, -(C(R^)2)sR'^, 

-CHO, 1, 3-dioxolane. -NO2. -CN. -CO2H, -CONH2. -COgR'". -CONHR'°. -COR'°. 
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-(C(R^)2)qOH, -(C(R^)2)c,OR^°. -(C(R^)2)qNHR^°, -(C(R^)2)qJ. -(C(R^)2)qNH2. -(C(R«)2)rH. 
-G(C(R^)2)pOR'°. -G(C(R%)pR'^ and -G(C(R%)pOH; a bicyclic heteroaryl ring 
system having 8 to 20 atoms containing 1 to 4 lieteroatoms which may be the same 
or different selected from N. O and S wherein the bicyclic heteroaryl ring system may 
be optionally substituted with 1 to 4 substituents which may be the same or different 
selected from -R^°, -(C(R%)sR'^, -CHO, 1 ,3-clioxolane, -NO2, -CN, -COgH, -CONH2. 
-C02R'°, -CONHR'° -COR'°. -(C(R^)2)qOH, -(C(R^)2)qOR'° -(C(R^)2)qNHR'°, 

-(C(R^)2)qJ, -(C(R^)2)qNH2. -(C(R^)2)rH, -G(C(R^)2)pOR^°, -G(C(R^)2)pR^'. and 

-G(C(R«)2)pOH; 

R^ is a monovalent group independently selected from alkyi of 1 to 12 carbon atoms, 
preferred Is 1 to 6 carbon atoms, alkenyl of 2 to 6 carbon atoms, and alkynyl of 2 to 
6 carbon atoms; 

R^ is a divalent group selected from alkyI of 1 to 6 carbon atoms, alkenyl of 2 to 6 
carbon atoms, and alkynyl of 2 to 6 carbon atoms; 

R^ is a divalent alkyI group of 2 to 6 carbon atoms; 

R® is a cycloalkyi ring of 3 to 10 carbon atoms that may optionally be substituted 
with one or more alkyI groups of 1 to 6 carbon atoms; aryl of 6 to 12 carbon atoms 
optionally substituted with 1 to 4 substituents which may be the same or different 
selected from -H,-aryl, -GH2aryl, -NHaryl, -Oaryl, -S(0)maryl, -J, -NO2, -NH2, -OH, 
-SH, -CN, -N3, -COOH, -CONH2, -NHC(0)NH2, -C(0)H, -CF3, -OCF3, -R^ -OR^ 
-NHR^ -Q, -S(0)n1R^ -NHS02R^ -R", -OR", -NHR", -R^OH, -R^OR^ -R^NH2, 
-R^NHR^ -R^Q, -R^SH, -R^S(0)^,R^ -NHR^OH, -NHR^OR^ -N(R^)R'OH,-R^R^2_ 
-N(R^)R^OR^, -NHR^NHs, -NHR^NHR^, -NHR^Q, -N(R=)R^NH2, -N(R^)R^NHR^ 
-N(R^)R^Q, -OR^OH, -OR^OR^ -OR^NH2, -OR^NHR^ -OR^Q, -OC(0)R^ -NHC(0)R^ 
-NHG(0)NHR^ -0R^C(0)R^ -NHR^C(0)R^ -G(0)R^ , -C(0)0R^ -C(0)NHR^ 

-C(0)Q. -R®C(0)H. -R®C(0)R^ -R^C(0)0H. -R^C(0)0R=, -R^C(0)NH2. -R^C(0)NHR=, 
-R^C(0)Q, -R^0C(0)R^ -R^0C(0)NH2. -R^0C(0)NHR= and -R^0C(0)Q; a 
heteroaryl ring having 5 or 6 atoms containing 1 to 4 heteroatoms or particularly 1 or 
2 heteroatoms which may be the same or different, selected from N, O and S 
wherein the heteroaryl ring may be optionally substituted with 1 to 4 substituents 
which may be the same or different selected from -H. -aryl, -CH2aryl, -NHaryl, -Oaryl, 
-S(0)maryl, -J, -NO2, -NH2, -OH, -SH, -CN, -N3, -COOH, -CONH2, -NHC(0)NH2, 
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-C(0)H, -CF3, -OCF3, -R^ -OR^ -NHR^ -Q, -S(0)^1R^ -NHS02R^-R". -OR", 

-NHR", -R^OH, -R^OR^ -R^NHg, -R®NHR^ -R^Q, -R^SH, -R^S(0)mR^ -NHR^OH. 

-NHR^OR^ -N(R^)R^OH, -N(R=)R^OR^, -NHR'^NHg, -NHR'NHR^ -NHR^Q. 

-N(R^)R'NH2, -N(R^)R''NHR^ -N(R^)R^Q, -OR^OH, -OR^OR^ -0R''NH2. -OR^NHR^ 

-OR^Q, -OC(0)R^ -NHC(0)R^-R®R'^ -NHC(0)NHR^ -OR^C(0)R^ -NHR^C(0)R^ 

-C(0)R^ . -C(0)OR^ -C(0)NHR^. -C(0)Q, -R^C(0)H,-R^C(0)R^-R^C(0)OH. 

-R^C(0)OR^ -R^C(0)NH2, -R^C(0)NHR^ -R^C(0)Q, -R^OG(0)R^ -R^0C(0)NH2, 

-R^OC(0)NHR^ and -R^OC(0)Q; a bicyclic heteroaryl ring systenn having 8 to 20 
atoms containing 1 to 4 heteroatoms wliicli may be the same or different selected 
from N, O and S wherein the bicyclic heteroaryl ring system may be optionally 
substituted with 1 to 4 substituents which may be the same or different selected from 
-H, -aryl. -CH2aryl, -NHaryl. -Oaryl. -S(0)maryl, -J, -NO2. -NH2, -OH, -SH. -ON. -N3. 
-COOH. -CONH2, -NHC(0)NH2. -C(0)H, -CF3, -OCF3, -R^ -OR^ -NHR^ -Q, 
-S(0)„,R^ -NHS02R^-R", -OR", -NHR". -R^OH, -R^OR^ -R^NH2, -R^NHR^ -R^Q, 

-R^SH. .-R^R^2, -R^S(0)mR^ -NHR^'OH, -NHR^OR^ -N(R=)R'OH, -N(R^)R^OR^ 
-NHR^NH2. -NHR^NHR^ -NHR^Q, -N(R^)R^NH2, -N(R^)R'NHR^ -N(R^)R^Q, -OR^OH, 
-OR^OR^ -OR^NHa, -OR^NHR^ -OR^Q, -OC(0)R^ -NHC(0)R^ -NHC(0)NHR^ 
-0R^C(0)R^ -NHR^C(0)R^ -C(0)R= , -C(0)0R^ -C(0)NHR^, -C(0)Q, -R^C(0)H, 
-R^C(0)R^ -R^C(0)OH, -R^C(0)OR^ -R^C(0)NH2. -R®C(0)NHR^, -R^C(0)Q, 
-R®OC(0)R^, -R^0C(0)NH2, - R^0C(0)NHR5 and -R^OC(0)Q; 



R^ is independently -H, -F or -R^; 



R is an alkyi group of 1 to 12 carbon atoms, preferred is 1 to 6 carbon atoms; 



R" is a cycloalkyi group of 3 to10 carbon atoms; 
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R'^is -N(0)n R'^R''* or -N^(R^°R^3r14jj-. 

provided that when R^^is N(0)n R^^R^'* and n is 1 , R^^ or R^" are not H; 



R^^ and R^'* are Independently selected from a group consisting of -H, -R^, -R^\ 
-(C(R^)2)qaryl-R^^ -(C(R^)2)qheteroaryl-R^^ -(C(R^)2)qheterocyclyl-R'^ -(C(R^)2)pOR'^ 
-(C(R')2)pNR^^R'^ -(C(R%)pS(0),nR'^ -(C(R^)2)pC02R'^ -(C(R')2)pC(0)NHR^^and 

-(C(R^)2)pC(0)R^^; further provided that R^^ and R^'' may optionally be taken together 
with the nitrogen to which they are attached forming a heterocyclyl, heteroaryl or 
bicyclyl heteroaryl ring optionally substituted on either nitrogen or carbon by one or 
more selected from the group, -R^, -R^\ -(C(R^)2)qarylR^^, -(C(R%)qheteroarylR^^, 
-(C(R^)2)qheterocyclylR'^ -(C(R^)2)qC02R'^-(C(R^)2)qC{0)NHR'^ and 

-(C(R^)2)qC(0)R^^ or optionally substituted on carbon by -F. -(C(R'')2)qOR^^, 
-(C(R^)2)qNR^^R^^ and -(C(R^)2)qS(0)mR^^; or optionally substituted on nitrogen by 
-(C(R')2)pOR^^ -(C(R^)2)pNR^^R^^ and -(C(R^)2)pS(0)^R^^; 



R^^ is independently selected from a group consisting of -H, -R^, -R", -(C(R^)2)qaryl, 
-(C(R^)2)qheteroaryl, -(C(R^)2)qheterocyclyl, -(C(R^)2)qOH, -(C(R%)qOR'°. 

-(C(R%)qNH2, -(C(R')2)qNHR^°, -(C(R^)2)qR'° -(C(R^)2)qS(0)mR'°. -(C(R%)qC02R'°, 

-(C(R^)2)qCONHR^° -(C(R^)2)qCONR'°R'°. -(C(R^)2)qCOR^°, -(C(R%)qC02H, and 
-(C(R^)2)qCONH2; 

R^^ and R^^ are independently selected from a group consisting of -H, -R^ -R^\ 
-(C(R^)2)qaryl, -(C(R%)qheteroaryl, -(C(R^)2)qheterocyclyl, -(C(R')2)pOH, 
-(C(R^)2)pOR^°, -(C(R^)2)pNH2. -(C(R^)2)pNHR''', -(C(R%)pNR^°R^°, 

-(C(R%)pS(0)n,R'°,-(C(R%)pC02R'°,-(C(R')2)pCONHR^° -(C(R')2)pCONR'°R^°, 
-(C(R^)2)pCOR'°, -(C(R%)pC02H, and -(C(R^)2)pCONH2; 

R18 is independently selected from the group consisting of -H, -aryl, -R^, -R^NH2, 
-R^NHR^ and -R^Q; 

provided that, the 6-position is substituted whon T and Z aro carbon, A i s absont, r is 
0 and i o (C(R^ )a) ,H, thon. 
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— R ^ i G not unsubGt i tuted th i ophen e , furan, thiazolQ, imidazol e , 1 ,2,3 - triazole, 
1 ,2, 4- tr i azole, t e trazolo, pyr i d i n e , ph e ny l , a l k e ny l or alkyny l ; or 

br^ ^ i c not monosubst i tutod by R^, (C(R^ )2} qOH, or (C(R^ )3)qQR'^-wt:^ 
R^ is th i opli e n e , furan, th i azo l e, imidazo l o, 1 ,2,3 - triazolo, 1 ,2, 4- triazol e , 
t e trazol e or pyr i d i n e ; and 

c. R'^and R'^are not alky i of 1 to 6 carbon atoms wh e n R^is th i ophono, 
furan, th i azole, im i dazol e , 1 ,2,3 - tr i azol e , 1 ,2, 4- triazole, t e trazo le or 
pyridine whon R^ i s substitutod by - (C(R^ )g>sfi' ^ and R"^ ic NR^ R^^^i 

further prov i d e d that, wh e n T and Z aro carbon, A i s abs e nt and R'^is ph e nyl, thon, 

a^-R' ^is not substitutod by NQ^, CN, CO^H, ■ CONH^ -GOgR^r 

CONHR^ ,^-(C(R^)a» ^OH, (C(R^ )g>qQR^HG(B^)2)^NHR^HG(R^)a»^ 

- (C(R^ )2> qNH^ or unsubGtitut e d wh e n R^ i s thiophen e , furan, thiazo l o, 
imidazol e , 1 ,2,3 - triazo le , 1 ,2, 4- triazo le , tetrazo l e or pyridine; and 

br-B ^and R'^aro not indopondent l y alky I of 1 to 3 carbon atoms whon R^ 46 
thioph e n e , — furan, — thiazol e , — imidazo le , — 1 ,2,3 - tr i azo le , — 1 ,2, 4- triazolo, 
t e trazole or pyr i din e , wh e rein R'^ i s subst i tut e d by - (C(R^ )g>6B ^ and s i s 0 
and-R ^is NR^ R^f 

add i tiona ll y provided that, whon T and Z ar e carbon, th e n, 

a. carbon - 8 is not substituted by - OH, - OR"^, - SR"^, or - QR"^ wh e n carbon - S 
i s substituted by an imidazo l e, oxazo l o or th i azo l o r i ng that i s fused to a 6 
momborod ary l or hetereary l ring hav i ng 0 to 2 n i trogen atoms and wherein 
the fused bicyc l io h e t e rearyl ring i s attached to carbon 6 of Formu l a (I) via 
carben - 2 of the imidazol e , oxazolo or thiazolo r i ng; and 

b. carbon 8 is not subst i tutod by - OH, - OR"^, - SR"^, or - OR"^ whon X i s O 
and carbon - 6 is substitut e d by aryl or hetereary l ; 

furth e r prov i d e d that when e i ther T or Z are N, then R^is absent; or a 
pharmaceutically acceptable salt thereof. 
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123. (original) The method according to claim 122 wherein the neoplasm is selected 
from the group consisting of breast, kidney, bladder, mouth, larynx, esophagus, 
stomach, colon, ovary, lung, pancreas, skin, liver, prostate and brain. 

124. (original)The method of claim 122 wherein the neoplasm expresses Src or 
wherein the neoplasm depends at least in part on the Src pathway. 

125. (original) The method of claim 122 wherein the neoplasm expresses raf or 
wherein the neoplasm depends at least in part on the raf pathway. 

126. (original) The method of claim 122 wherein the neoplasm expresses EGFr, 
erbB-2, erbB-3 or erbB-4 or wherein the neoplasm depends at least in part on an 
EGFr, erbB-2, erbB-3 or erbB-4 pathway. 

127. (original) The method of claim 122 wherein the neoplasm expresses KDR or flt- 

1 or wherein the neoplasm depends at least in part on a KDR or flt-1 pathway. 

128. (original) The method of claim 122 wherein the neoplasm expresses PDGFr or 
wherein the neoplasm depends at least in part on the PDGFr pathway. 

129. (original) The method of claim 122 wherein the neoplasm expresses FGFr or 
wherein the neoplasm depends at least in part on the FGFr pathway. 

130. (original) The method of claim 122 wherein the neoplasm expresses tie-1 or tie- 

2 or wherein the neoplasm depends at least in part on a tie-1 or tie-2 pathway. 

131. (original) The method of claim 122 wherein the neoplasm expresses EPH or 
wherein the neoplasm depends at least in part on the EPH pathway. 

132. (original) The method of claim 122 wherein the neoplasm expresses a non- 
receptor tyrosine kinase including Abl, Jak, Fak, Syk or Csk or wherein the 
neoplasm depends at least in part on a Abl, Jak, Fak, Syk or Csk pathway. 

133. (original) The method of claim 122 wherein the neoplasm expresses mek or erk 
or wherein the neoplasm depends at least in part on the MAPK pathway. 

134. (original) The method of claim 122 wherein the neoplasm expresses a cyclin 
dependent kinase or wherein the neoplasm depends at least in part on a cyclin 
dependent kinase pathway. 
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135. (original) The method of claim 122 wherein the neoplasm expresses a Src 
family kinase including Yes, Lck or Lyn or wherein the neoplasm depends at least in 
part on a Src family kinase pathway. 

136. (original) The method of claim 122 wherein the neoplasm expresses PKA, PKB 
or PKC or wherein the neoplasm depends at least in part on a PKA, PKB or PKC 
pathway. 

137. (currently amended) A method of treating, inhibiting the progression of, or 
eradicating polycystic kidney disease in a mammal in need thereof which comprises 
administering to said mammal an effective amount of a compound of Formula (I) 
having the structure: 




wherein: 

X is -NH-, -NR^-. -0-, or -S(0)m-; 

n is an integer of 0 or 1 ; 

m is an integer of 0 to 2; 

q is an integer of 0 to 5; 

p is an integer of 2 to 5; 

s is an integer of 0 to 5; 

r is an integer of 0 to 5; 
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J is halogen; 

A is -(C(R^)^)r-. -C(0)-. -C(0)(C(R^)p)r-. -(C(R^)^)r C(0)-. -cvcloall^vl- or i s absont ; 

T is N C and Z aro oaoh i nd e p e nd e nt l y js carbon N. provided that both T and Z are 
not simultaneously N: 

is solootod from a oyoioa l ky l r i ng of 3 to 10 carbon atomc, opt i onally s ub s t i tuted 
w i th on e or more i ndopond e nt l y s e l e ct e d a l kyi groups of 1 to 6 carbon atoms; ary l of 
6 to 12 carbon atoms opt i onal l y subst i tuted w i th 1 to 4 subst i tuonts wh i ch may b e th e 
same or diff e r e nt ind e p e nd e nt l y coloctod from - H, - J, - NO3, - NHg, - OH, - SH, - CN, - N^ y 

COOH, CQNH^, NHC(0)NH^. C(0)H. CF^, OCF^, R^ - OR^ - NHR^ ^^ 

S^JR ^, NHSO^ V-R ^OH. - R^ OR^r-R^ NH^, - R^ NHR^r-R^Qr-R^ SH, - R^ S(Q)„bR\ 
-l4HR ^OH, NHR' GR^H^^^R ^OH, - N(Ry OR^ , - NHR^NH^, - NHR^ N^4R ^ NHR' Qt 
-N(Ry NH^, N(Ry NHR ^, N(RyQ, OR^OH, QR 'GR^r-OR ^NH^, OR^ N44R% 
-GR 'Q, ■ QC(0)R^ NHC(0)R^, - NHC(0)NHR^ r-OR ^C(0)R^, - NHR^C(0)R^ ■ C(0)R^ 
, ■ C(0)OR^ C(0)NHR^, - 0(0)0. ■ R^C(0)H.- -R ^C(0)R^ ^ ^C(0)OH, ■ R^C(0)OR^ 

-R ^C(0)NH^, ■ R ^ C(0)NHR^ ^ ^C(0)Q. ■ R^OC(0)R^ r^ ^OC(0)NH^, ■ - R ^OC(0)NHR^ 
-R ^OC(0)Q and YR^ groups wh e r ei n Y is i nd e p e nd e ntly s e l e ct e d from — C(0) - , 
■ C(0)0 , OC(Q) , C(0)NH . NHC(Q) , NHSO^ , SO^NH , - C(OH)H - . - 0(C(R^ )a) t 

-<e(R9)g)^S(0) m . (C(R% ) ^NH , (C(RV ^NR ^ , CsC . o/c and trano CH-CH and 
cyc l oa l kyi of 3 to 1 0 carbon atoms; 

a heteroaryl ring having S-of 6 atoms containing 1 to -4- 3 heteroatom s. 1 of which is 
or particularly 1 or 2 heteroatoms which may be the same or different, selected 
from N, O and S wherein the heteroaryl ring may be optionally substituted with 1 to 4 
substituents which may be the same or different selected from -H, -J, -NO2, -NH2, 

-OH. -SH, -CN. -N3, -COOH, -CONH2. -NHC(0)NH2. -C(0)H. -CF3. -OCF3. -R^ -OR^ 
-NHR^ -Q, -S(0)mR^ -NHS02R^ -R^OH, -R^OR^ -R^NH2. -R^NHR^ -R^O. -R^SH. 
-R^S(0)mR^ -NHR'OH, -NHR^OR^ -N(R^)R^OH. -N(R^)R^OR^ -NHR''NH2, 
-NHR^NHR^ -NHR^Q, -N(R^)R^NH2, -N(R^)R^NHR^ -N(R^)R''Q, -OR'OH, -R^OR^ 

-OR^NHz. -OR^NHR^ -OR^Q. -OC(0)R^ -NHC(0)R^ -NHC(0)NHR^ -R^C(0)R^ 
-NHR®C(0)R^, -C(0)R^ , -C(0)OR^, -C(0)NHR^ -C(0)Q, -R®C(0)H, -R^C(0)R^, 
-R^C(0)0H, -R^C(0)0R^ -R^C(0)NH2, -R^C(0)NHR^ -R^C(0)Q. -R^OC(0)R^ 



25 



AM100169 D2 



-R^0C(0)NH2, - R^OC(0)NHR^ -R^OC(0)Q and YR^ groups wherein Y is 
independently selected from -C(0)-, -C(0)0-, -0C(0)-, -C(0)NH-, -NHC(O)-, 

-NHSO2-, -SO2NH-, -C(OH)H-, -0(C{R9)2)^-, -S(0)„,(C(R9)2)q-, -NH(C(R9)2)q-, 
-NR^°(C(R9)2)q-, -(C(R9)2)q-. -(C(R9)2)qO-. -(C(R%)qS(0)^-. -(C(R9)2)qNH-. 
-(C(R9)2)qNR^°-, -C=C-, cis and trans -CH=CH- and cycloalkyi of 3 to 10 carbon 



a b i oyo li c h e t e roaryl r i ng syst e m having 8 to 20 atoms containing 1 to 4 h e t e roatoms 
wh i ch may b e tli e sam e or d i fferent so l ootod from N, O and S wh e r ei n tlio b i Gyol i o 
hotoroary l ring syst e m may bo opt i onal l y substituted w i th 1 to 4 cubctituontc which 
may b e th e sam e or d i fferent s ele ct e d from - H, - J, - NOg, - NH^, - OH, - SH, - CN, - N^ 



COOH, CONH^, NHC(0)MHg, C(0)H, CF^. OCF^, R^ OR^ - NHR^ ^-Qr 
-S(0>n,R ^ - nhso^rV -R ^oh, - R^ QR^^ ^NH^, - R^ NHR^^^Q^ ^SH, R^ S(Q»^RS 

-N(R^)R ^NH^. N(R^ )R^NHR^,-N(R^)B ^Q, OR^OH. OR^ OR^^-OR^Nt-lar-QR'NHRS 

-QR' Q, - OC(0)R^. - NHC(0)R^ - NHC(0)NHR^ ^-QR ^C(0)R^ - NHR^C(0)R^ - C(0)R^ 
, C(0)OR^ ■ C(0)NHR^ C(Q)Q, R^C(0)H.- -R ^C(0)R^ ^ ^C(0)0H,- -R ^C(0)0RS 

-R ^C(0)NH^, R^C(0)NHRV -R^ C(0)Q. R^0C(0)RV -B ^0C(0)NH^, ■ R^0C(0)NHR S 

-R ^OC(0)Q and YR^ group s wh e r ei n Y is I nd e p e nd e nt l y select e d from ■ C(0) - , 

C(0)0 . 0C(0) , C(0)NH , NHC(Q) . NHSO^ , SO^NH . C(OH)H . 0(C(R« )a) ^ 

-{G(R%)qS{0) « ' , (CCR^ ^ ^NH , (CCRg ja^^NR' ^ , C^C , cic and trano CH = CH - and 
cycloa l ky i of 3 to 1 0 carbon atoms; and a mo i ety of th e formula 



atoms; 
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E i c MH , NR^ . 0 - , - 8(0)^ , C(0) , CH^ , CHR^ - or - CR^ R^-f 

Q is -NR^R^ and further provided that when each R^ is independently selected from 
alky! and alkenyl, R^R^ may optionally be taken together with the nitrogen atom to 
which they are attached forming a heterocyclyl ring of 3 to 8 atoms, optionally 
containing 1 or 2 additional heteroatoms which may be the same or different selected 
from N, O and S; 

p4a_^4b_^4€_-^4 4 p4« g ^p Q Qg^Q,^ indopondontly solcctod from H, - J, - NO^, NH^, 
OH, SH, CN, N^. COOH, - CONHa NHC(0)NH^, C(0)H. CF^, OCF^, R^ ^-ORS 
-NHR ^ - Q, - S(0)m R ^ - NHSO^RV -R ^OH, - R^ OR^^ ^NHa. ■ R^ NHR^t-B^Qt-R^SHt 

-R^S(G)B,R ^ - NHR^OH, NHR^ QR^,-N4R^)R ^OH, N(R^ )R^QR ^ - NHR^ NHgy 

-NHR^N^4R ^ - NHR'Q, N(R^ )R' NH^. ■ N(R^ )R^NHR^7-M(R yQ. OR^OH, - OR^ QR^ 

-OR 'NH^, OR^ NHR^,-QR ^Q, ■ OC(0)R^ ■ NHC(0)R^ NHC(0)NHR^ r-OR ^C(0)RS 

-I4HR ^C(0)R^, C(0)R^ , ■ C(0)OR^ ■ C(0)NHR^, C(0)Q, R^C(0)H,- -R ^C(0)RS 

-R ^C(0)0H,- -R ^C(0)0RV -R ^C(0)NH;., ■ R^C(0)NHRV -R ^C(0)Q, R^0C(0)R^ 

-R ^OC(0)NH^, - R ^OC(0)NHR^ - ary l . - CH^ary l , NHary l , Oaryl, S(0)B>ary l , - R^ 

-QR ^, NHR^ -aRd---R ^OC(0)Q; R^^ R^", and R^^ are each, independently selected 
from -H, -aryl, -CHaaryl, -Oaryl, -S(0)maryl, -J, -NO2. -OH, -SH, -CN, -N3, -COOH, 

-CONH2, -NHC(0)NH2, -C{0)H, -CF3, -OCF3. -R^ -OR^ -S(0)mR^ -NHS02R^-R^^ 
-OR", -R^OH, -R^OR^ -R^SH, -R^S(0)„,R^-OR^OH. -OR^OR^ -OC(0)R^ 

-NHC(0)R^ -NHC(0)NHR^ -OR^C(0)R^ -NHR^C(0)R^ -C(0)R^ . -C(0)OR^ 

-C(0)NHR^ -C(0)Q, -R®C(0)H, -R^C(0)R^ -R^C(0)OH, -R®C(0)OR^ -R^C(0)NH2, 
-R^C(0)NHR^ -R^C(0)Q, -R®OC(0)R^ -R^0C(0)NH2, -R^OC(0)NHR^ -R^OC(0)Q, 
-G-(C(R9)2)p-Ri2_ -(C(R9)2VRi^ 
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R^® CONH(CH2)r 



.18. 



-CONH(CH2)r - 



(R'^)2N 



0(CH2)r- 



(R^«)2N 



^ NH(CH2)r- 



(R'^)2N 



^ NH(CH2)r- 



^ NH(CH2) 



d18 ^qI 



CONH(CH2)r - R 
and 



18 



>=< 

18^ 



S02NH(CH2)r 



G is -NH-, -NR10-, -O- or -S(0)m-; 

is selected from alkenyl of 2 to 6 carbon atoms, optionally substituted with one or 
more of -R^°. -(C(R^)2)sR'^. -CHO, 1 ,3-dioxolane, -NO2, -CN, -CO2H, -CONH2. 
-C02R'°. -CONHR'°, -COR'°, -(C(R^)2)qOH, -(C(R^)2)qOR'°,-(C(R%)qNHR'°. 
-(C(R%)qJ, -(C(R^)2)qNH2, -{C{R%)rH. -G(C(R^)2)pOR'°, -G(C{R%)pR^^ and 
-G(C(R^)2)pOH; aikyny! of 2 to 6 carbon atoms, optionally substituted with one or 
more of -R'°, -(C(R%)sR'^, -CHO, 1 ,3-dioxolane, -NO2. -CN, -CO2H, -CONH2, 
-C02R'°, -CONHR'°, -COR'°. -(C(R^)2)qOH. -(C(R^)2)qOR'°, -(C(R^)2)qNHR'°, 
-(C(R%)qJ, -(C(R^)2)qNH2. -(C(R^)2)rH. -G(C(R%)pOR^°, -G(C{R^)2)pR'^ and 
-G(C(R^)2)pOH; aryl of 6 to 12 carbon atoms optionally substituted with 1 to 4 
substituents which may be the same or different selected from -R^°, -{C(R®)2)sR^^, 
-CHO, 1,3-dioxolane, -NO2, -CN, -CO2H, -CONH2. -C02R'°, -CONHR^°, -COR'°, 

-(C(R%)qOH. -(C(R^)2)qOR^° -(C(R^)2)qNHR^°. -(C(R^)2)qJ, -(C(R«)2)qNH2. -(C(R^)2)rH, 

-G(C(R^)2)pOR^°, -G(C(R^)2)pR^^ and -G(C(R%)pOH; a heteroaryl ring having 5 or 6 
atoms containing 1 to 4 heteroatoms or particularly 1 or 2 heteroatoms which may be 
the same or different, selected from N, O and S where the heteroaryl ring may be 
optionally substituted with 1 to 4 substituents which may be the same or different 
selected from -R^°, -(C(R®)2)sR^^, -CHO, 1,3-dioxolane, -NO2, -CN. -CO2H, -CONH2, 
-C02R'°. -CONHR'°, -COR'°. -(C(R^)2)qOH, -(C(R%)qOR'°. -(C(R^)2)qNHR^°, 

-(C(R^)2)qJ, -(C(R^)2)qNH2, -(C(R')2)rH, -G(C(R%)pOR^°, -G(C(R^)2)pR'^ and 

-G(C(R®)2)pOH; a bicyclic heteroaryl ring system having 8 to 20 atoms containing 1 to 
4 heteroatoms which may be the same or different selected from N, O and S wherein 
the bicyclic heteroaryl ring system may be optionally substituted with 1 to 4 
substituents which may be the same or different selected from -R^°, -(C(R^)2)8R^^, 



-CHO. 1 .3-dioxolane, -NO2. -CN, -CO2H, -CONH2, -COgR'". -CONHR^°, -COR^°. 
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-(C(R^)2),OH. -(C(R^)2)cOR^°, -(C(R^)2)„NHR^° -(C(R^)2M, -(C(R%)qNH2, -(C(R^)2)rH, 
-G(C(R^)2)pOR'°. -G(C(R^)2)pR'^ and -G(C(R%)pOH; 



R"* is selected from -(C(R^)2)rH, optionally substituted with one or more of -R^°, 
-(C(R^)2)sR^^ -CHO, 1,3-dioxolane, -NO2. -CN, -CO2H, -CONH2.-C02R^°, 

-CONHR^°, -COR^°, -(C(R')2)qOH, -(C(R^)2)qOR^°, -(C(R')2)qNHR'° -(C(R')2)qJ. 
-(C(R^)2)qNH2. -(C(R^)2)rH, -G(C(R^)2)pOR^°, -G(C(R%)pR^^ and -G(C(R^)2)pOH; 
alkenyl of 2 to 6 carbon atoms, optionally substituted with one or more of -R^°, 
-(C(R^)2)sR'^-CHO, 1,3-dioxolane, -NO2, -CN, -CO2H, -CONH2. -C02R'°, -CONHR'°. 

-COR^°. -(C(R^)2)qOH, -(C(R%)qOR'°. -(C(R^)2)qNHRl°. -(C{R^)2)qJ. -(C(R^)2)qNH2, 

-(C(R^)2)rH, -G(C{R^)2)pOR'°, -G(C(R^)2)pR'^ and -G(C(R')2)pOH; alkynyl of 2 to 6 
carbon atoms, optionally substituted with one or more of -R^°, -(C(R^)2)sR^^, -CHO, 
1,3-dioxolane, -NO2, -CN, -CO2H, -CONH2. -C02R^°, -CONHR^", -COR'°, 

-(C(R^)2)qOH, -(C{R%)qOR^°. -(C(R^)2)qNHR^°, -(C(R%)qJ. -(C(R^)2)qNH2, -(C(R^)2)rH, 

-G(C(R^)2)pOR'°. -G(C(R%)pR'^ and -G(C(R^)2)pOH: aryl of 6 to 12 carbon atoms 
optionally substituted with 1 to 4 substituents which may be the same or different 
selected from -R^°, -(C(R^)2)sR^^, -CHO, 1 ,3-dioxolane, -NO2, -CN, -CO2H. -CONH2, 
-C02R'°, -CONHR^°, -COR'°, -(C(R')2)qOH, -(C(R^)2)qOR'°, -(C(R%)qNHR^°, 

-(C(R^)2)qJ, -(C(R^)2)qNH2.-(C(R%),H, -G(C(R^)2)pOR'°, -G(C(R%)pR^^ and 

-G(C(R®)2)pOH; a heteroaryl ring having 5 or 6 atoms containing 1 to 4 heteroatoms 
or particularly 1 or 2 heteroatoms which may be the same or different, selected from 
N, O and S wherein the heteroaryl ring may be optionally substituted with 1 to 4 
substituents which may be the same or different selected from -R'°, -(C(R®)2)sR^^, 

-CHO, 1 .3-dioxolane, -NO2, -CN, -CO2H, -CONH2.-C02R'°. -CONHR'°, -COR^°, 

-(C(R^)2)qOH, -(C(R^)2)qOR^°. -(C(R^)2)qNHR^°, -(C(R^)2)qJ. -(C(R^)2)qNH2, -(C(R^)2)rH, 

-G(C(R^)2)pOR'° -G(C(R^)2)pR'2, and -G(C(R%)pOH; a bicyclic heteroaryl ring 
system having 8 to 20 atoms containing 1 to 4 heteroatoms which may be the same 
or different selected from N, O and S wherein the bicyclic heteroaryl ring system may 
be optionally substituted with 1 to 4 substituents which may be the same or different 
selected from -R^°, -(C(R^)2)sR^^, -CHO, 1 ,3-dioxolane, -NO2, -CN, -CO2H, -CONH2, 
-COzR'", -CONHR'°, -COR'°, -(C(R^)2)qOH, -(C(R^)2)qOR'°, -(C(R')2)qNHR^°, 
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-(C(R^)2)qJ, -(C(R^)2)qNH2. -(C(R^)2)rH. -G(C(R^)2)pOR'°, -G(C(R«)2)pR^2^ and 
-G(C(R^)2)pOH; 

R^ is a monovalent group independently selected from alkyi of 1 to 12 carbon atoms, 
preferred is 1 to 6 carbon atoms, alkenyl of 2 to 6 carbon atoms, and alkynyl of 2 to 
6 carbon atoms; 

R^ is a divalent group selected from alkyI of 1 to 6 carbon atoms, alkenyl of 2 to 6 
carbon atoms, and alkynyl of 2 to 6 carbon atoms; 

R^ is a divalent alkyI group of 2 to 6 carbon atoms; 

R® is a cycloalkyi ring of 3 to 10 carbon atoms that may optionally be substituted 
with one or more alkyI groups of 1 to 6 carbon atoms; aryl of 6 to 12 carbon atoms 
optionally substituted with 1 to 4 substituents which may be the same or different 
selected from -H,-aryl, -CH2aryl, -NHaryl, -Oaryl, -S(0)maryl, -J, -NO2, -NH2, -OH, 
-SH, -CN, -N3, -COOH, -CONH2, -NHC(0)NH2, -C(0)H, -CF3, -OCF3, -R^ -OR^ 
-NHR^ -Q, -S(0)mR^ -NHS02R^ -R^\ -OR", -NHR", -R^OH, -R®OR^ -R^NHg, 
-R^NHR=. -R^Q, -R^SH, -R^S(0)mR^ -NHR^OH, -NHR^OR^ -N(R=)R^OH,-R^R'2 
-N(R^)R^OR^ -NHR^NH2, -NHR'^NHR^, -NHR^Q, -N(R^)R''NH2, -N(R^)R^NHR^, 
-N(R5)R^Q, -OR^OH. -OR''OR^ -OR^NHa, -OR^NHR^ -OR^Q, -OC(0)R^ -NHC(0)R=, 
-NHC(0)NHR=, -OR^C(0)R^ -NHR^C(0)R^ -C(0)R^ , -C(0)OR^ -C(0)NHR^ 

-C(0)Q, -R^C(0)H, -R^C(0)R^ -R^C(0)0H, -R^C(0)0R^ -R^C(0)NH2, -R^C(0)NHR^ 
-R^C(0)Q, -R^0C(0)R^ -R^0C(0)NH2, -R^0C(0)NHR^ and -R^0C(0)Q; a 
heteroaryl ring having 5 or 6 atoms containing 1 to 4 heteroatoms or particularly 1 or 
2 heteroatoms which may be the same or different, selected from N, O and S 
wherein the heteroaryl ring may be optionally substituted with 1 to 4 substituents 
which may be the same or different selected from -H, -aryl, -CH2aryl, -NHaryl, -Oaryl, 
-S(0)maryl, -J. -NO2. -NH2, -OH, -SH, -CN, -N3, -COOH, -CONH2, -NHC(0)NH2, 

-C(0)H. -CF3, -OCF3, -R^ -OR^, -NHR^ -Q. -S(0)mR^ -NHS02R^ -R", -OR", 

-NHR". -R^OH, -R^OR^ -R^MHz. -R^NHR^ -R^Q, -R^SH, -R^S(0),pR^ -NHR^OH, 

-NHR''OR^ -N(R=)R''OH, -N(R=)R^OR^ -NHR^NHa. -NHR^NHR^ -NHR^Q, 

-N(R=)R^NH2, -N(R^)R'^NHR=, -N(R^)R^Q. -OR^OH, -OR^OR^ -OR'^NHg, -OR''NHR^ 
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-OR^Q, -OC(0)R^ -NHC(0)R^-R^R'^ -NHC(0)NHR^ -OR^C(0)R^ -NHR^C(0)R^ 

-C(0)R^ , -C(0)OR^ -C(0)NHR^ -C(0)Q, -R^C(0)H, -R^C(0)R^. -R^C(0)OH, 

-R^C(0)OR^ -R^C(0)NH2. -R^C(0)NHR^ -R^C(0)Q, -R^OC(0)R^ -R^OC(0)NH2, 

-R^OC(0)NHR^ and -R^OC(0)Q; a bicyclic heteroaryl ring systenn having 8 to 20 
atoms containing 1 to 4 heteroatoms which may be the same or different selected 
from N, O and S wherein the bicyclic heteroaryl ring system may be optionally 
substituted with 1 to 4 substituents which may be the same or different selected from 
-H, -aryl, -CHaaryl, -NHaryl, -Oaryl, -S{0)maryl. -J, -NO2, -NH2. -OH, -SH, -CN, -N3, 
-COOH, -CONH2, -NHC(0)NH2, -C(0)H, -CF3, -OCF3, -R^ -OR^ -NHR^ -Q, 
-S(0),nR^ -NHS02R^ -R'\ -OR", -NHR", -R^OH, -R^OR^ -R^NHz, -R^NHR^ -R^Q, 

-R^SH, .-R^R'2^ -R^S(0)mR^ -NHR^OH, -NHR^OR^ -N(R^)R^OH, -N(R5)R^OR^ 
-NHR^'NHz, -NHR''NHR^ -NHR^Q, -N(R^)R^NH2, -N(R^)R''NHR^ -N(R^)R^Q, -OR^OH, 
-OR''OR=, -OR^NHa, -OR^NHR=, -OR^Q, -OC(0)R^ -NHC(0)R=, -NHC(0)NHR^ 
-OR^C(0)R^ -NHR^C(0)R^ -C(0)R^ , -C(0)OR^ -C(0)NHR^ -C(0)Q, -R^C(0)H, 
-R^C(0)R^ -R^C(0)OH, -R^C(0)OR^ -R^C(0)NH2, -R^C(0)NHR^ -R^C(0)Q, 
-R^OC(0)R^ -R^0C(0)NH2, - R^0C(0)NHR5 and -R^OC(0)Q; 



R^ is independently -H, -F or -R^; 

R^° is an alky! group of 1 to 12 carbon atoms, preferred is 1 to 6 carbon atoms; 
R" is a cycloalkyi group of 3 to10 carbon atoms; 



R^2 is -N(0)n R'^R^"* or -N*(R^°R^3R^*)J-; 

provided that when R^^ is N(0)n R^^R^* and n is 1 , R^^ or R^'* are not H; 
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R^^ and R^" are independently selected from a group consisting of -H, -R^, -R", 
-(C(R^)2)qaryl-R^^ -(C(R^)2)qheteroaryl-R'^ -(C(R%)qheterocycly^-R'^ -(C(R^)2)pOR'^ 
-(C(R%)pNR^^R^^ -(C(R^)2)pS(0),„R^^ -(C(R«)2)pC02R'^ -(C(R^)2)pC(0)NHR^^and 

-(C(R®)2)pC(0)R^^; further provided that R^^ and R^'* may optionally be taken together 
with the nitrogen to which they are attached forming a heterocyclyl, heteroaryl or 
bicyclyl heteroaryl ring optionally substituted on either nitrogen or carbon by one or 
more selected from the group, -R^, -R^\ -(C{R®)2)qarylR^^ -(C(R%)qheteroarylR^^, 
-(C(R^)2)qheterocyclylR'^ -(C(R^)2)qC02R'^-(C(R^)2)qC(0)NHR'^ and 

-(C(R^)2)qC(0)R^^ or optionally substituted on carbon by -F, -(C(R^)2)qOR'^, 
-(C(R^)2)qNR^^R^'', and -(C(R^)2)qS(0)mR^^; or optionally substituted on nitrogen by 
-(C(R%)pOR^^ -(C(R')2)pNR^^R^^ and -(C(R')2)pS(0)„,R^'; 



R^^ is independently selected from a group consisting of -H, -R^ -R", -(C(R^)2)qaryl, 
-(C(R^)2)qheteroaryi, -(C(R^)2)qheterocyclyl, -(C(R^)2)qOH, -(C(R^)2)qOR'°, 

-(C(R')2)qNH2. -(C(R%)qNHR'°. -(C(R^)2)qR^°. -(C(R%)qS(0),nR^°, -(C(R%)qC02R^°. 

-(C(R^)2)qCONHR'°, -(C(R^)2)qCONR'°R'°, -(C(R^)2)qCOR'°, -(C(R^)2)qC02H, and 
-(C(R%)qCONH2; 

R^^ and R^^ are independently selected from a group consisting of -H, -R^ -R", 
-(C(R^)2)qaryl, -(C(R')2)qheteroaryl, -(C(R')2)qheterocyclyl, -(C(R^)2)pOH, 
-(C(R%)pOR^°, -(C(R^)2)pNH2, -(C(R^)2)pNHR^° -(C(R%)pNR^°R^°, 

-(C(R%)pS(0),^R^°,-(C(R%)pC02R'°-(C(R%)pC0NHR^°. -(C(R%)pCONR^°R^°. 
-(C(R^)2)pCOR'°, -(C(R^)2)pC02H, and -(C(R^)2)pCONH2; 

R18 is independently selected from the group consisting of -H, -aryl, -R^ -R^NHa, 
-R^NHR^ and -R^Q; 

provided that, the 6-position is substituted whon T and Z ar e carbon, A is absent, r i e 
0 and R^ i c (C(R" )^ ^H, thon. 

a: — R ^ i s not unsubst i tutod th i ophono, furan, th i azo le , i midazole, 1 ,2,3 - tr i azo l o, 
1 ,2, 4- triazol e , tetrazolo, pyrid i ne, pheny l , a l konyl or alkyny l ; or 
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b^ hs not monosubst i tutod by R^, - (C(R^ )8> qOH, or - (C(R^ )a>qOR^-^when 
i s th i ophono, furan, thiazo l o, imidazolo, 1 ,2,3 triazo l o, 1 ,2, 4 tr i azolo, 
totrazolo or pyr i d i n e ; and 

. 0. R'^and R'^aro not a l kyi of 1 to 6 carbon atoms when R^is thiophono, 
furan. th i azo le , i midazol e , 1 ,2,3 - tr i azo le , 1 ,2, 4- triazo le , t e trazo l o or 
pyrid i ne wh e n R^is cubctitutod by (C(R^ )a>sR ^ and R^ is - NR^ B^i 

furth e r provid e d that, wh e n T and Z ar e carbon, A i s abs e nt and R'^is ph e nyl, thon, 

a^-R ^ i s not substituted by - NO^, - CN, CO^H, CONH^ -CQgR^T 

■ CONHR^ ^^€(R^)a> ^OH, - (C(R^ )2>qQR^r4e(R^)g>^NHR^r4e(R^)g)qJ-^ 

(C(R^ )^ qNHa or unsubstitut e d wh e n R^ is th i oph e n e , furan, thiazo l e, 
im i dazo l e, 1 ,2,3 - triazo le , 1 ,2, 4- triazo le , t e trazole or pyr i din e ; and 

^;-B' ^and R'^aro not indopondont l y alkyI of 1 to 3 carbon atoms when R^ ie 
thioph e n e , — furan, — th i azol e , — i midazol e , — 1 ,2,3 - triazo le , — 1 ,2, ^ - triazolo, 
t e trazo le or pyrid i no, whoroin R^is substituted by (C(R^ )a>6R' ^ and s is 0 
and^ ^is NR^ R^i 

add i tiona ll y providod that, whon T and Z arc carbon, thon, 

a. carbon - 8 is not subst i tut e d by - OH, - OR"^, - SR" * ^, or - OR"^ wh e n carbon - 5 
is substituted by an imidazo l o, oxazo l o or thiazo l o ring that is fus e d to a 6 
m e mb e r e d aryl or hotoroaryl ring having 0 to 2 nitrogen atoms and whoro i n 
tho fucod bicyol i c hotoroaryl ring i s attached to oarbon - 6 of Formu l a (I) via 
carbon - 2 of tho imidazolo, oxazol e or thiazolo ring; and 

b. carbon 8 i s not subst i tut e d by - OH, - OR"^, - SR"^, or OR"^ whon X is O 
and oarbon - 5 is subst i tuted by ary l or hotoroaryl; 

further providod that whon either T or Z aro N, thon R^^ i s abs e nt; or a 
pharmaceutlcally acceptable salt thereof. 

138. (Currently Amended) A method of treating, inhibiting the progression of, or 
eradicating polycystic kidney disease in a mammal in need thereof which comprises 
administering to said mammal an effective amount of a compound of Formula (I) 
having the structure: 



33 



AM100169 D2 




wherein: 

X is -NH-, -NR^-, -0-. or -S(0)m-; 
n is an integer of 0 or 1 ; 
m is an integer of 0 to 2; 
q is an integer of 0 to 5; 
p is an integer of 2 to 5; 
s is an integer of 0 to 5; 
r is an integer of 0 to 5; 
J is halogen; 

A is -fCfR^^^^r-. -CfO)-, -C(0)fC(R\Vr-. -(CrR^^^Vr CfO)-. -cvcloalkvl- or i c aboont : 

T is N C and Z aro each i nd e p e ndent l y is carbon N. provided that both T and Z are 
not simultaneously N: 

R^ is so i octod from a cycloalkyi r i ng of 3 to 10 carbon atoms, optiona l ly cubst i tutod 
with one or moro i ndopondont l y so l octod alkyi groups of 1 to 6 carbon atoms; ary l of 

34 



AM100169 D2 



6 to 12 carbon atoms optiona ll y subst i tut e d with 1 to 4 subetitu e nts which may b e th e 
oamo or d i fforont i ndopondont l y oo l ootod from H, J, ■ NO2, - NHa, - OH, - SH, - CN, - N^, 

COOH. CONH^, NHC(0)NH^, C(0)H, CF^, - OCF^, R^ — QR ^ nhr^ — 

-S^R ^ MHSO^R V-B ^OH. R^ QR^^ ^NH^. R^ NMR^^^Q^^SHt— b^s^,»rS 
44l4R 'OH. NHR^ QR^r-N(R yOH. N(Ry OR ^ NHR^NHa - NHR^ NHR^r-NHR'Qr 
-N(R^)R 'NH^, N(R^ ^^NI4R^,-N(R^)R ^Q. OR^OH, QR^ QR^— QR^NHa-QB^NHRS 
-QR 'Q, OC(0)R^ ■ NHC(0)R^ NHC(0)NHR^ ,-QR ^C(0)R^ ■ NHR^C(0)R^ r-G^G)R^ 
. C(0)OR^ C(0)NHR^ C(0)Q, R^C(0)H,- -R ^C(0)R^ 7-B ^C(0)0H, R^ C(Q)QR% 

-R^ C(0)NH^. - R^C(0)NHR ^^ ^C(0)Q, R^OC(0)R^ r-^^ OC(0)NHa ^-R ^OC(0)NHRS 
-R ^OC(0)Q and YR ^ groups wherein Y is i nd e p e ndont l y s e l e ct e d from — C(0) - . 
■ C(0)0 . 0C(0) , C(0)MH , NHC(O) . NHSO^ , SO^NH , C(OH)H , 0(C(R^ )a)^-T 

-(€(RVqS(Q>»,- , - (C(R% ^ NH . (C(R» )g)qNR ^ , CeP , cic and tranc CH=CH and 
cyc l oa l ky l of 3 to 10 carbon atoms; 

a heteroaryl ring having §-gf 6 atoms containing 1 to -4- 3 heteroatom s. 1 of which is 
tL or particularly 1 or 2 heteroatoms which may be the same or different, selected 
from N, O and S wherein the heteroaryl ring may be optionally substituted with 1 to 4 
substituents which may be the same or different selected from -H, -J, -NO2, -NH2, 

-OH, -SH, -CN, -N3, -COOH, -CONH2, -NHC(0)NH2, -C(0)H, -CF3. -OCF3, -R^ -OR^ 
-NHR^ -Q, -S(0)mR^ -NHS02R^ -R^OH, -R^OR^ -R^NHg. -R^NHR^ -R^Q, -R^SH, 
-R^S(0)mR^ -NHR'OH, -NHR^OR^ -N(R^)R^OH, -N(R=)R'OR^ -NHR^NHz. 
-NHR'NHR^, -NHR'Q, -N(R=)R^NH2, -N(R^)R''NHR^ -N(R=)R''Q, -OR^OH. -R''OR^ 

-OR^NHs, -OR^NHR^ -OR^'O, -OC(0)R^, -NHC(0)R^ -NHC(0)NHR^ -R^C(0)R^ 
-NHR^C(0)R^ -C(0)R^ . -C(0)0R^ -C(0)NHR^ -C(0)Q. -R^C(0)H, -R^C(0)R^ 
-R^C(0)OH, -R^C(0)OR^ -R^C(0)NH2, -R^C(0)NHR^ -R^C(0)Q, -R^OC(0)R^ 

-R^0C(0)NH2, - R^OC(0)NHR^ -R^OC(0)Q and YR^ groups wherein Y is 
independently selected from -C(0)-, -C(0)0-, -0C(0)-, -C(0)NH-, -NHC(O)-. 

-NHSO2-, -SO2NH-, -C(OH)H-, -0(C(R9)2)^-. -S(OV(C(R9)2),-, -NH(C(R9)2)q-, 
-NR^°(C(R9)2)q-, -(C(R9)2)q-. -(C(R9)2)qO-, -(C(R9)2)qS(0),n-. -(C(R9)2)qNH-, 
-(C(R9)2)qNR^°-, -C=C-, cis and trans -CH=CH- and cycloalkyl of 3 to 10 carbon 
atoms; 
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a b i cyc l ic h e t e roary l r i ng syet e m hav i ng 8 to 20 atoms conta i ning 1 to ^ hetoroatome 
wh i ch may b e th e sam e or diff e rent oolectod from N, O and S wh e r ei n tho b i cyc l io 
hotoroary l ring cystom may bo optiona ll y substituted w i th 1 to 4 substituent s wh i ch 
may b e th e s am e or diff e r e nt sele ct e d from - H, - J, - NOa, - NH;j, - OH, - SH. - CN, - N3, 
COOH, CONH^, NHC(0)NH^. C(0)H, CF^, OCF^. R^ ,— QR^,-^MHR^,-^ 

-NHR ^OH, NHR 'QR^r-N(^^>R' QH, N(R ^)R'GR^t-NHR ^NH^. NHR^ NHR^r-NHR^Qy 
-N(R yNH^, N(Ry NHR^,-N4R yQ. OR^ QH^-QR^QR^^-QR^NHa-QR^NHR^ 

-QR 'Q, OC(0)R^ - NHC(0)R^ - NHC(0)NHR^ r-OR ^C(0)R^ MHR^C(0)R^ ,-G(0)R^ 
. ■ C(0)OR^ ■ C(0)NHR^ - 0(0)0, ■ R^C(0)H,- -R^Q^Q)R^r-R^C4Q)QHy--R^C(Q)ORS 

-R ^C(0)NH^. R^C(0)NHRV -B ^C(0)Q, R^0C(Q)RV -R ^0C(0)NH^. R^OC(0)NHR^ 

-R ^OC(0)Q and YR^ groups wh e r ei n Y is i nd e p e nd e nt l y se l ect e d from - C(Q) - , 

C(0)0. 0C(0) , C(0)NH - . - NHCCO) , - NHSO^ . SO^NH-. C(OH)H - , ^(CCRg ^a) -y 

-(€(RVq^^" * - » - (C(RVqNH , (C(R% »^NR ^ , C=C , cic and tranc CH=CH and 
cyc l oa l ky i of 3 to 10 carbon atoms; and a moioty of th e fornnula 



E is NH , NR^ - , - O , S(OW, - 0(0) , CH^ , CHR^ or CR^ R^-f 

Q is -NR^R^ and further provided that when each R^ is independently selected from 
alkyi and alkenyl, R^R® may optionally be taken together with the nitrogen atom to 
which they are attached forming a heterocyclyl ring of 3 to 8 atoms, optionally 
containing 1 or 2 additional heteroatoms which may be the same or different selected 
from N, O and S; 
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B^T-B^T-R^T"B^-aB€l-R ^ aro oaoh, i ndopondontly ooloctod from H, - J, - NO^, NH^ 
- OH. SH, CM, N^, COOH, CONH^. NHC(0)NH3, C(0)H, CF^, OCF^. R^ ,-QRS 

-NHR^NHR^y-NHR^€h-N(R^>R ^NH^. N(R^ )R'NI4R^,-N(R^)R^€h-QR^QHr-QR'QR^ 

-OR^NHa-QR''NHR^r--QR ^Q, OC(0)R^ NHC(0)R^ NHC(0)NHR^ r-OR^e^Q)B^ 

-NHR ^C(0)R^ ■■ C(0)R^ , - C(Q)QR^ ■ C(0)NHR^, - C(0)Q, R^ G40>Ht--R^G(0)R^ 

-R^G(Q)QH^--R ^C(0)0RV -R ^C(0)NH^. R^ e4Q)NHBV-B ^C(0)Q. - R^ QG^Q^RS 

-R ^OC(0)NH^, - B ^OC(0)NHR^ ary l , CH^ary l , NHaryl. Qaryl. S(OU afyH-R^T 

-OR ^. ■NHR" ^-af>€l---B ^OC(0)Q; R^, R^", and R^^ are each, independently selected 
from -H, -aryl, -CHaaryl, -Oaryl, -S(0)maryl, -J, -NO2, -OH, -SH, -ON, -N3, -COOH. 

-CONH2, -NHC(0)NH2, -C(0)H. -CF3, -OCF3, -R^ -OR^ -S(0)mR^ -NHS02R^ -R", 
-0R^\ -R^OH, -R^OR^ -R^SH. -R^S(0)mR^-0R^0H, -OR^OR^ -OC(0)R=, 

-NHC(0)R^ -NHC(0)NHR^ -OR^C(0)R^ -NHR^C(0)R^ -C(0)R^ . -C(0)OR^ 

-C(0)NHR^ -C(0)Q, -R^C(0)H. -R^C(0)R^ -R^C(0)OH, -R^C(0)OR^ -R^C(0)NH2. 
-R^C(0)NHR^ -R^C(0)Q. -R^OC(0)R^ -R^0C(0)NH2, -R^0C(0)NHR^ -R^OC(0)Q, 
-G-(C(R9)2)p-Ri2 -(C(R%)q-R^^ 

r1 8 cONH(CH2)r - 8 ^= cONH(CH2)r - 

» 9 

(R'°)2N (R'°)2N {R'\N 

\ 0(CH2)r- y NH(CH2)r- Jh NH(CH2)r- 

O ' O ' s 

R'^O CONH(CH2)r- S02NH(CH2)r- 

\ NH(CH2)r- /=\ and y^^X 

G is -NH-, -NR10-, -O- or -8(0)^-; 

R^ is selected from alkenyl of 2 to 6 carbon atoms, optionally substituted with one or 
more of -R^°, -(C(R%)8R'^, -CHO, 1 ,3-dioxolane, -NO2. -CN. -CO2H, -CONH2. 
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-COaR'", -CONHR'°, -COR'°, -(C(R^)2)qOH. -(C(R^)2)qOR'° -(C(R%)qNHR^°, 
-(C(R')2)qJ. -(C(R^)2)qNH2. -(C(R^)2)rH. -G(C(R')2)pOR^°, -G(C(R^)2)pR'^ and 
-G(C(R®)2)pOH; alkynyl of 2 to 6 carbon atoms, optionally substituted with one or 
more of -R^°, -(C(R^)2)sR^^, -CHO, 1 ,3-dioxolane, -NO2, -CN, -CO2H, -CONH2. 
-C02R'°, -CONHR'°. -GOR'°, -(C(R^)2)qOH, -(C(R%)qOR'°, -(C(R^)2)qNHR'° 
-(C(R^)2)qJ, -(C(R^)2)qNH2. -(C(R«)2)rH. -G(C(R^)2)pOR'°. -G(C(R%)pR'^ and 
-G(C(R^)2)pOH; aryl of 6 to 12 carbon atoms optionally substituted with 1 to 4 
substituents which may be the same or different selected from -R^°, -(C(R^)2)sR^^, 
-CHO, 1 ,3-dioxolane, -NO2, -CN, -CO2H, -CONH2. -COzR'", -CONHR^°, -COR'°, 

-(C(R%)qOH, -(C(R%)qOR'°. -(C(R«)2)qNHR^°. -(C(R^)2)qJ. -(C(R%)qNH2, -(C(R%)rH, 

-G(C(R^)2)pOR^°, -G(C(R^)2)pR'^ and -G(C(R^)2)pOH; a heteroaryl ring having 5 or 6 
atoms containing 1 to 4 heteroatoms or particularly 1 or 2 heteroatoms which may be 
the same or different, selected from N, O and S where the heteroaryl ring may be 
optionally substituted with 1 to 4 substituents which may be the same or different 
selected from -R^°. -(C(R%)sR^^, -CHO, 1 .3-dioxolane, -NO2, -CN, -CO2H, -CONH2. 
-COgR'" -CONHR'°, -COR'°, -(C(R^)2)qOH, -(C(R^)2)qOR'°, -(C(R%)qNHR'°, 

-(C(R^)2)qJ, -(C(R^)2)qNH2, -(C(R^)2)rH, -G(C(R')2)pOR^°, -G(C(R^)2)pR^', and 

-G(C(R^)2)pOH; a bicyclic heteroaryl ring system having 8 to 20 atoms containing 1 to 
4 heteroatoms which may be the same or different selected from N, O and S wherein 
the bicyclic heteroaryl ring system may be optionally substituted with 1 to 4 
substituents which may be the same or different selected from -R^° -(C(R®)2)sR^^, 

-CHO, 1 ,3-dioxolane, -NO2. -CN, -CO2H, -CONH2. -COaR'" -CONHR^°, -COR'°, 

-(C(R%)qOH. -(C(R%)qOR^°. -(C(R«)2)qNHR^°, -(C(R%)qJ, -(C(R%)qNH2, -(C(R^)2)rH. 

-G(C(R%)pOR'°. -G(C(R^)2)pR'^ and -G(C(R')2)pOH; 

R'* is selected from -(C(R^)2)rH, optionally substituted with one or more of -R^°, 
-(C(R^)2)sR'^ -CHO, 1 ,3-dioxolane, -NO2, -CN. -CO2H. -C0NH2,-C02R^°. 

-CONHR^°, -COR^°, -(C(R%)qOH. -(C(R%)qOR^°. -(C(R%)qNHR^°, -(C(R%)qJ, 
-(C(R^)2)qNH2. -(C(R«)2)rH, -G(C(R«)2)pOR'°, -G(C(R')2)pR'^ and -G(C(R^)2)pOH; 
alkenyl of 2 to 6 cariaon atoms, optionally substituted with one or more of -R^°, 
-(C(R^)2)8R'^-CHO. 1. 3-dioxolane, -NO2, -CN, -CO2H, -CONH2. -C02R'°. -CONHR'", 

-COR'°. -(C(R«)2)qOH. -(C(R«)2)qOR^°, -(C(R«)2)qNHR^°, -(C(R^)2)qJ, -(C(R%)qNH2. 
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-(C{R%),H, -G(C(R^)2)pOR^°, -G(C(R^)2)pR^^ and -G(C(R^)2)pOH; alkynyl of 2 to 6 
carbon atoms, optionally substituted with one or more of -R^°, -(C(R®)2)sR^^, -CHO, 
1,3-dioxolane. -NO2, -CN. -CO2H, -CONH2,-C02R^°. -CONHR'°, -COR^°. 

-(C(R')2)pOH, -(C(R^)2)c,OR^°, -(C(R^)2)qNHR^°, -(C(R^)2)qJ, -(C(R^)2)qNH2, -(C(R^)2)rH, 

-G(C(R^)2)pOR^°, -G(C(R%)pR'2, and -G(C(R%)pOH; aryl of 6 to 12 carbon atoms 
optionally substituted with 1 to 4 substituents which may be the same or different 
selected from -R^° -(C(R^)2)sR^^, -CHO, 1,3-dioxolane. -NO2, -CN, -CO2H, -CONH2. 
-C02R'°, -CONHR'°, -COR'°, -(C(R%)qOH, -(C(R^)2)qOR'° -(C(R%)qNHR'°, 

-(C(R%)qJ. -(C(R^)2)qNH2.-(C(R^)2)rH. -G(C(R%)pOR^°. -G(C(R%)pR^^ and 

-G(C(R^)2)pOH; a heteroary! ring having 5 or 6 atoms containing 1 to 4 heteroatoms 
or particularly 1 or 2 heteroatoms which may be the same or different, selected from 
N, O and S wherein the heteroaryl ring may be optionally substituted with 1 to 4 
substituents which may be the same or different selected from -R^°, -(C(R^)2)sR^^, 

-CHO, 1,3-dioxolane, -NO2, -CN, -CO2H, -CONH2.-C02R'°. -CONHR'°, -COR'°, 

-(C(R^)2)qOH. -(C(R«)2)qOR^°, -(C(R«)2)qNHR^°, -(C(R^)2)qJ, -(C(R^)2)qNH2, -(C(R%)rH. 

-G(C(R^)2)pOR^°. -G(C(R^)2)pR^^, and -G(C(R%)pOH; a bicyclic heteroaryl ring 
system having 8 to 20 atoms containing 1 to 4 heteroatoms which may be the same 
or different selected from N, O and S wherein the bicyclic heteroaryl ring system may 
be optionally substituted with 1 to 4 substituents which may be the same or different 
selected from -FC°, -(C(R^)2)sR^^, -CHO, 1,3-dioxolane, -NO2. -CN, -CO2H, -CONH2. 
-COsR'", -C0NHR'°, -C0R'°, -(C(R^)2)qOH. -(C(R%)qOR'°, -(C(R%)qNHR'°, 

-(C(R%)qJ, -(C(R%)qNH2, -(C(R^)2)rH. -G(C(R%)pOR^°, -G(C(R^)2)pR'^ and 

-G(C(R^)2)pOH; 

R^ is a monovalent group independently selected from alkyi of 1 to 12 carbon atoms, 
preferred is 1 to 6 carbon atoms, alkenyl of 2 to 6 carbon atoms, and alkynyl of 2 to 
6 carbon atoms; 

R^ is a divalent group selected from alkyI of 1 to 6 carbon atoms, alkenyl of 2 to 6 
carbon atoms, and alkynyl of 2 to 6 carbon atoms; 

R^ is a divalent alkyI group of 2 to 6 carbon atoms; 
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R° is a cycloalkyi ring of 3 to 10 carbon atoms tliat may optionally be substituted 
witfi one or more alky! groups of 1 to 6 carbon atoms; aryl of 6 to 12 carbon atoms 
optionally substituted with 1 to 4 substituents which may be the same or different 
selected from -H,-aryl. -CHaaryl, -NHaryl, -Oaryl. -S(0)maryl, -J, -NO2, -NH2, -OH, 
-SH, -CN, -N3, -COOH, -CONH2, -NHC(0)NH2, -C(0)H. -CF3, -OCF3, -R^ -OR^ 
-NHR^ -Q, -S(0)mR^ -NHS02R^ -R", -OR", -NHR", -R^OH, -R^OR^ -R^NH2, 
-R^NHR^ -R^Q, -R^SH, -R^S(0)^,R^ -NHR^OH, -NHR''OR^ -N(R^)R^OH,-R^R^^ 
-N(R^)R^OR^ -NHR^NHg, -NHR^NHR^ -NHR^'Q, -N(R^)R^NH2, -N(R^)R''NHR^ 
-N(R5)R^Q, -OR^'OH, -OR^OR^ -OR^NHa, -OR^NHR^ -OR^Q, -OC(0)R^ -NHC(0)R^ 
-NHC(0)NHR=. -OR^C(0)R^ -NHR®C(0)R^ -C(0)R= , -C(0)OR^, -C(0)NHR=, 

-C(0)Q, -R^C(0)H, -R^C(0)R^ -R^C(0)OH, -R^C(0)OR^ -R^C(0)NH2, -R^C(0)NHR^ 
-R^C(0)Q, -R^OC(0)R^ -R^0C(0)NH2, -R^0C(0)NHR^ and -R^OC{0)Q; a 
heteroaryl ring having 5 or 6 atoms containing 1 to 4 heteroatoms or particularly 1 or 
2 heteroatoms which may be the same or different, selected from N, O and S 
wherein the heteroaryl ring may be optionally substituted with 1 to 4 substituents 
which may be the same or different selected from -H, -aryl, -CHaaryl, -NHaryl, -Oaryl, 
-S(0)niaryl, -J, -NO2, -NH2, -OH, -SH, -ON. -N3, -COOH, -CONH2, -NHC(0)NH2. 

-C(0)H, -CF3, -OCF3, -R^ -OR^ -NHR=, -Q, -S(0)mR^ -NHS02R^-R", -OR", 

-NHR", -R^OH, -R^OR^ -R^NHa, -R^NHR^ -R^Q, -R^SH, -R^S(0)mR^ -NHR^OH, 

-NHR''OR^ -N(R^)R^OH, -N(R^)R^OR^ -NHR^NHa, -NHR''NHR^ -NHR^Q, 

-N(R=)R''NHa. -N(R5)R^NHR^ -N(R^)R^Q, -OR''OH, -OR''OR^ -OR^NHa, -OR''NHR^ 

-OR^Q, -OC(0)R^ -NHC(0)R^-R®R^^ -NHC(0)NHR^ -OR^C(0)R^ -NHR^C(0)R^ 

-C(0)R^ , -C(0)OR^ -C(0)NHR^, -C(0)Q, -R^G(0)H,-R^C(0)R^ -R^C(0)0H, 

-R^C(0)OR^ -R^C(0)NH2, -R^C(0)NHR^ -R^C(0)Q, -R®OG(0)R^ -R^0C(0)NH2, 

-R^OC(0)NHR^ and -R^OC(0)Q; a bicyclic heteroaryl ring system having 8 to 20 
atoms containing 1 to 4 heteroatoms which may be the same or different selected 
from N, O and S wherein the bicyclic heteroaryl ring system may be optionally 
substituted with 1 to 4 substituents which may be the same or different selected from 
-H, -aryl, -CHaaryl, -NHaryl, -Oaryl, -S(0)maryl, -J, -NO2, -NHa, -OH, -SH, -CN, -N3, 
-COOH. -CONH2, -NHC(0)NH2, -C(0)H, -CF3, -OCF3, -R^ -OR^ -NHR^ -Q, 
-S(0)mR^ -NHS02R^-R". -OR", -NHR". -R^OH, -R^OR^ -R^NH2, -R^NHR^ -R^Q, 
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-R^SH, -R^S(0)mR^ -NHR^OH, -NHR^OR^ -N(R^)R^OH, -N(R®)R''OR^ 

-NHR^NHa, -NHR^NHR^ -NHR^Q, -N(R=)R^NH2, -N(R=)R'NHR^ -N(R^)R^Q, -OR^OH, 
-OR'OR^ -OR'NHg. -OR'NHR^, -OR^Q, -OC(0)R=. -NHC(0)R^ -NHC(0)NHR^ 
-OR^C(0)R^ -NHR^C(0)R=, -C(0)R^ , -C(0)OR^ -C(0)NHR^ -C(0)Q. -R^C(0)H, 
-R®C(0)R=, -R^C(0)OH, -R^C(0)OR^ -R^C(0)NH2, -R^C(0)NHR^ -R^C(0)Q, 
-R^OC(0)R^, -R^0C(0)NH2, - R^0C(0)NHR5 and -R^OC(0)Q; 



R^ is independently -H, -F or -R^; 



R ° is an alkyi group of 1 to 12 carbon atoms, preferred is 1 to 6 carbon atoms; 



R^Ms a cycloalkyi group of 3 to10 carbon atoms; 



R'^is -N(0)n R'^R'^ or -N^(R^°R'3r''' )J-; 

provided that when R^^ is N(0)n R^^R^" and n is 1 , R^^ or R^" are not H; 



R^^ and R^"* are independently selected from a group consisting of -H, -R^, -R", 
-(C(R^)2)qaryl-R'^ -(C(R%)c,heteroaryl-R'^ -(C(R^)2)qheterocyclyl-R'^ -(C(R')2)pOR'^ 
-(C(R^)2)pNR^«R^^ -(C(R%)pS(0)rr,R'^ -(C(R')2)pC02R'^ -(C(R^)2)pC(0)NHR^^and 

-(C(R^)2)pC(0)R^^; further provided that R^^ and R^* may optionally be taken together 
with the nitrogen to which they are attached forming a heterocyclyl, heteroaryl or 
bicyclyl heteroaryl ring optionally substituted on either nitrogen or carbon by one or 
more selected from the group, -R^, -R^\ -(C(R^)2)qarylR^^, -(C(R^)2)qheteroarylR^^, 
-(C(R^)2)qheterocyclylR^^ -(C(R^)2)qC02R'^-(C(R^)2)qC(0)NHR'^ and 

-(C(R^)2)qC(0)R^^ or optionally substituted on carbon by -F, -(C(R^)2)qOR^®, 
-(C(R^)2)qNR^^R^^ and -(C(R%)qS(0)mR^^; or optionally substituted on nitrogen by 
-(C(R')2)pOR'^ -(C(R')2)pNR'«R^^ and -(C(R^)2)pS(0)^R'^; 
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R^^ is independently selected from a group consisting of -H, -R°, -R", -(C(R^)2)qaryl, 

-(C(R^)2)qheteroaryl, -(C(R^)2)qheterocyclyl, -(C(R'')2)qOH, -(C(R^)2)qOR'°, 

-(C(R%)qNH2, -(C(R%)<,NHR^°, -(C(R^)2)qR^°, -(C(R%)qS(0)^R^°, -(C(R%)cC02R^°. 

-(C(R^)2)c,CONHR'°, -{C(R%)qCONR'°R'°, -(C(R%)qCOR'°, -(C(R^)2)qC02H. and 
-(C(R^)2)qCONH2; 

R^^ and R^^ are independently selected from a group consisting of -H, -R^, -R", 
-(C(R^)2)qaryl, -(C(R^)2)qheteroaryl, -(C(R')2)qheterocyclyl, -(C(R^)2)pOH, 
-(C(R^)2)pOR^°, -(C(R^)2)pNH2. -(C(R^)2)pNHR^°, -(C(R^)2)pNR^°Ri°, 

-(C(R^)2)pS(0)nnR'°,-(C(R%)pC02R'°,-(C(R%)pCONHR'°, -(C(R%)pCONR^°R'°, 
-(C(R^)2)pCOR'°. -(C(R^)2)pC02H, and -(C(R^)2)pCONH2; 

R18 is independently selected from the group consisting of -H, -aryl, -R^, -R^NH2, 
-R^NHR^ and -R^Q; 

provided that, the 6-position is substituted whon T and Z aro carbon, A i s absent, r i o 
0 and R^ i s ■(C(R^ )^ ,H, thon, 

a: — R ^ i s not unsubstitutod th i oph e no, furan, th i azo le . i midazol e , 1 ,2,3 - tr i azolo. 
1 ,2,4 - tr i azolo, totrazo le , pyrid i n e , ph e ny l , a l k e ny l or a l kynyl; or 

b^ ^s not monocubctitutod by R^, (C(R^ )3> qOH, or . (CCR^ ^a^qOR ^ whon 
i s th i ophono, furan, thiazolo, i m i dazo l e, 1,2,3 triazo l o. 1 ,2, 4- triazo l o, 
totrazolo or pyr i d i ne; and 

o. R'^and R^ ' ^aro not alky i of 1 to 6 carbon atoms wh e n R^s th i ophono, 
furan, th i azolo, i m i dazo l e, 1 ,2,3 tr i azo l o, 1 ,2, 4 triazol e , t e trazole or 
pyr i d i ne whon R^^is subst i tut e d by - (C(R° )a)teft ^ and R"^ ie ■ NR' ^tf^f 

further provided that, whon T and Z aro carbon, A is absont and R'^ i s pheny l , thon, 

ar-R ^c not oubotitutod by NO^, CN, CO^H, CONH^CO^R^ t 

CONHR^ HG(B^)2> qOH. (C(R' )a>qQR^r(G(R^)^qMHR^,-4G(R^)a»qj-&f 

- (C(R^ )3)q NH;j or unsubstitut e d whon R^ is th i ophono, furan, thiazo l o, 
i m i dazo le , 1 ,2,3 - tr i azo l e, 1 ,2, 4- triazo l o, totrazolo or pyrid i n e ; and 
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bi-R' ^and R'^ar e not i nd e p e nd e nt l y a l ky i of 1 to 3 carbon atoms wh e n R^ fe 
thiopheno, — furan, — thiazo le , — innidazole, — 1 ,2,3 - triazo l o, — ^,2,A triazole, 
t e trazolQ or pyridine, wh e r e in R' ^ 'is substituted by - (C(R^ )a}6ft' ^ and s i e 0 

add i t i ona l ly provided that, when T and Z arc carbon, then, 

a. carbon 8 i s not substituted by - OH, - OR"^, - SR"^, or - OR" " ^ wh e n oarbon - 5 
i s sub s t i tuted by an i m i dazol e , oxazo le or thiazol e ring that i s fused to a 6 - 
memb e red aryl or het e roaryl r i ng having 0 to 2 nitrogen atoms and wh e r ei n 
the fus e d b i cyclic hotoroary l r i ng is attached to carbon - 6 of Formu l a (I) via 
carbon - 2 of th e im i dazol e , oxazol e or thiazo le ring; and 

b. carbon-8 is not substituted by - OH, ■ OR'^, - SR"^, or - OR"^ wh e n X i s - Q - 
and carbon - 6 i s substitut e d by ary l or hotoroaryl; 

furth e r prov i ded that when ei ther T or Z ar e N, th e n R^ i s abs e nt; or a 
pharmaceutically acceptable salt thereof. 

139. (Currently Amended) A method of treating a disease or inhibiting a disease 
state whose etiology is at least in part caused by a defect in a signaling pathway 
upstream from a protein kinase; by overexpression of a protein kinase; or by a 
dysregulated protein kinase in a mammal in need thereof which comprises providing 
said mammal an effective amount of a compound of Formula (I), 
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wherein: 

X is -NH-, -NR^-. -0-, or -S(0)m-; 
n is an integer of 0 or 1 ; 
m is an integer of 0 to 2; 
q is an integer of 0 to 5; 
p is an integer of 2 to 5; 
s is an integer of 0 to 5; 
r is an integer of 0 to 5; 
J is halogen; 

A is -(C(R^)p)r-. -C(0)>. -CfO)(C(R^Mr-, AClR%)r C(OV, ^vcloalkvl- or is abcont : 

T is N C and Z ar e each ind e p e nd e nt l y js carbon N, provided that both T and Z are 
not simultaneously N: 

R^ is co l ootod from a oyo l oalky l ring of 3 to 10 carbon atonns, optionally subctitutod 
with ono or moro i ndopondont l y colootod a l ky) groups of 1 to 6 carbon atoms; aryl of 
6 to 12 carbon atoms opt i onal l y subst i tut e d w i th 1 to 4 substituonts which may bo tho 
sam e or d i fforont i ndopondontly soloctod from - H, J, NO;., NH;^, OH, SH, - CN, N^ r 

COOH, CONH;,, NHC(0)NH^, C(0)H, CF^, OCF^, R^ ^--QR ^ NHR^ t— Or 

-S(Q>^R ^ NHSO^RV -R ^OH, R^ QB^^ ^NH;., - R^ NHB^r-B^Qr-R ^SH, R^ S(0)^R% 
-NHB ^OH, NHR^ QB^r-N(R^)R ^OH, N(Ry QR^r-Nt4R ^NH^, NHR^ NHR^r-NHR^Q, 
-N(R^>B ^NH;,, N(Ry NHR ^, N(R^ )R ^Q, OR^OH, QR^ QR^^-QR ^NH;,, OR^ NHRS 
-QR ^Q, OC(0)R^ NHC(0)R^ NHC(0)NHR^ T-OR^G(0)R ^ - NHR^ G{Q)R ^ C(0)R^ 
, - C(0)0R^ C(0)NHR^ - C(0)Q, R^C(0)H; >R^G(0>R^r^ ^C(0)0H, R^C(0)0R^ 

-R ^C(0)NH^, R^C(0)NHR^ r-R ^C(0)Q, R^0C(0)R^ r-R ^0C(0)NH;,, ' B ^0C(0)NHRS 
-R ^0C(0)Q and YR^ groups wh e re i n Y i s i ndopondontly soloctod from — C(0) - , 
C(0)0 , 0C(0) , C(0)NH , NHC(O) , NHSO;, , SO^NH , C(OH)H , 0(C(R^ )a) 
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-i;G^%^ qS{OU; ■ (C(RV^NH - . - (C(R% »qNR ^ . - CsC - , cie and trans ■ CH=CH and 
oyoloalky l of 3 to 1 0 carbon atom s ; 

a heteroaryl ring having §-©f 6 atoms containing 1 to -4- 3 heteroatoms . 1 of which is 
or particularly 1 or 2 heteroatoms which may be the same or different, selected 
from N, O and S wherein the heteroaryl ring may be optionally substituted with 1 to 4 
substituents which may be the same or different selected from -H, -J, -NO2, -NH2, 

-OH, -SH, -CN, -N3, -COOH, -CONH2. -NHC(0)NH2. -C(0)H. -CF3, -OCF3, -R^ -OR^ 
-NHR^, -Q. -S(0)^,R^ -NHS02R^ -R^OH, -R«OR^ -R^NH2. -R^NHR^ -R«Q, -R^SH, 
-R^S(0)mR^, -NHR^'OH. -NHR^OR^, -N(R=)R^OH. -N(R^)R^OR^ -NHR^'MHa. 
-NHR'NHR^, -NHR^Q, -N(R^)R^NH2, -N(R^)R^NHR^ -N(R^)R''Q. -OR'OH, -R^OR^ 

-OR'NH2, -OR^NHR^ -OR^'Q, -OC(0)R^ -NHC(0)R^, -NHC(0)NHR^ -R^C(0)R^ 
-NHR^C(0)R^ -C(0)R^ , -C(O)0R^ -C(0)NHR^ -C(0)Q, -R®C(0)H, -R^C(0)R^, 
-R®C(0)OH, -R^C(0)OR^ -R^C(0)NH2, -R^C(0)NHR^ -R^C(0)Q, -R^OC(0)R^, 

-R^0C(0)NH2, - R^OC(0)NHR^ -R^OC(0)Q and YR^ groups wherein Y is 
independently selected from -C(0)-, -C(0)0-, -OC(0)-, -C(0)NH-, -NHC(O)-, 

-NHSO2-, -SO2NH-, -C(OH)H-, -0(C(R9)2)^-, -S(0)„(C(R9)2)q-. -NH(C(R9)2)q-. 
-NR^°(C(R9)2)q-, -(C(R9)2)q-, -{C{H%)cp-, -(C(R9)2)qS(0)^-. -(C(R9)2)qNH-, 
-(C(R9)2)qNR^°-, -C=C-, cis and trans -CH=CH- and cycloalkyi of 3 to 10 carbon 
atoms; 

a b i oyol i o hotoroary l r i ng oyotom having 8 to 20 atomo conta i ning 1 to 4 hotoroatoms 
wh i ch may be the samo or difforont c e l e oted from N, O and S wher e in the bioyo l io 
heteroaryl r i ng oyst e m may b e opt i ona l ly cubstitut e d w i th 1 to 4 subet i tuonts which 
may be tho samo or d i fforont s e l e ct e d from - H, J, NOa, - NHa, - OH, - SH, - CN, N^, 
COOH, COMH^, NHC(0)NH^. C(0)H. CF^, OCF^, R^ OR^, NHR* ,— Qt 
-S(Q»„R ^ NHSO,iRV -R ^OH, R^ QR^y-R ^NH^, R^ NHB^r-B^Q^ ^SH. - R^ S^Q)^R^ 

44HR 'OH, NHR' QR^ , N(R^ )R ^OH, N(Ry QR ^ NHR^NH^, NHR' NHB ^ NHR^ Qt 
-N(R^)R ^NHa N(R^ )B^NHR^t-N(R^)R 'Q. OR^OH, OR^ QR^r-OB 'NH^, OR^ f4l4RS 

-OR ^Q, OC(0)R^ NHC(0)R^ NHC(0)NHR^ T-OR ^C(0)R^ NHR^C(0)R^, C(0)R^ 
, C(0)OR^ C(0)NHR^, C(0)Q, R^C(0)H,- -R ^C(0)R ^r-R ^C(0)OH.- -R ^C(0)OR^ 

-R ^C(0)NH^. R^C(0)NHRV -R ^C(0)Q, R^0G(0)RV -R ^0C(0)NH^, R^0C(0)NHRS 
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-R ^OC(0)Q and YR^ groups wh e roin Y i s ind e p e ndont l y c e loctod from - C(0) - , 

- C(0)0 - , - 0C(0) . , - C(0)NH , NHC(O) . , NHSO^ , SO^NH , C(OH)H , O(C(R0 )g) 
-S(Q>„(G(R^)a)^ -, . NHCCCRV qr-NB^^GiBVq^^G^RVq-^-^VqO-, 

-^G^RVq^^ " - ' ■ (C(RVq'' ^ '^ ' (C(RV q*^^ ■ ■ ^"d trane - CH-CH and 
oyoloa l ky i of 3 to 1 0 carbon atoms; and a mo i oty of tho formu l a 



E is NH , NR^ . O , S(Q)^ . , C(0) . CH^ , CHR^ or CR^ R^~ 

Q is -NR^R^ and further provided that when each R^ is independently selected from 
alkyi and alkenyl, R^R^ may optionally be taken together with the nitrogen atom to 
which they are attached forming a heterocyclyl ring of 3 to 8 atoms, optionally 
containing 1 or 2 additional heteroatoms which may be the same or different selected 
from N, O and S; 

R'^r-R'^i-R^'R ^ and R"^ aro oaoh. i ndopondontly sol e ot e d from - H, - J, - NO^, -NHg r 
-OH, SH, CN. M^, COOH. COMH^, NHC(0)NH^, C(0)H, CF^, OCF^. R^ ^-ORS 
-NHR ^ Q, S(OU R ^, NHSOJ tV-R^ QH, R^ QR^r-R ^NH;,. R^ NHR^r-R^Qr-R^SHr 

-R^S(0)„R ^ NHR^OH, NHR^ OR^r-N(P^^>^ 'OH, N(Ry OR ^ NHR^ NHg 

-j^HR'NHR ^ NHR'Q, M(R^ )R 'NH;,, N(R^ )R'NHR^r-N(R^)R 'Q, OR^OH. OR' QR^ 

-OR ^NH;,, OR^ NHR^r-OR ^Q, OC(0)R^ NHC(0)R^ NHC(0)NHR^ ,-QR ^C(0)R^ 

-NHR ^C(0)R^ C(0)R^. C(0)OR^ C(0)NHR^ C(0)Q, R^C(0)H,- -R ^C(0)R^ 

-R ^C(0)0H.- -R ^C(0)0RV -R ^C(0)NH^, R^C(0)NHRV -R ^C(0)Q. R^0C(0)RS 

-R ^OC(0)NH,., - R ^OC(0)NHR*, ary l , CH^ry l , NHaryl, Oary l . S(0)B>aryl, R^ y 
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-QR ^. ■ NHR^ -aftd---R ^OC(0)Q; R^, R^. and R^", are each, independently selected 
from -H, -aryl, -CHgaryl, -Oaryl, -S(0)maryl, -J, -NO2, -OH, -SH, -CN, -N3, -COOH, 

-CONH2, -NHC(0)NH2, -C(0)H, -CF3, -OCF3, -R^ -OR^ -S(0),„R^ -NHS02R^-R'^ 
-OR'\ -R^OH, -R^OR^ -R^SH, -R^S(0)^1R^-0R^0H, -OR^OR^ -OC(0)R^ 

-NHC(0)R^ -NHC(0)NHR^ -OR^C(0)R^ -NHR^C(0)R=, -C(0)R^ , -C(0)OR^ 

-C(0)NHR^ -C(0)Q, -R^C(0)H, -R^C(0)R^ -R^C(0)OH, -R^C(0)OR^ -R^C(0)NH2. 
-R^C(0)NHR^ -R^C(0)Q, -R^OC(0)R^ -R^OC(0)NH2, -R^OC(0)NHR^ -R^OC(0)Q. 
-G-(C(R9)2)p-R^2_-(C(R9)2VRi^ 



R^^ CONH(CH2)r- 



^ 0(CH2)r- 



,18 



-CONH(CH2)r • 




NH(CH2)r- 



NH(CH2)r • 



^ NH(CH2)r- 



5I8 




1I8 



CONH(CH2)r " ^ 

and 



>18 



18 



.18< 




S02NH(CH2)r - 



>18 



G is -NH-, -O- or -S(0)m-; 



is selected from alkenyl of 2 to 6 carbon atoms, optionally substituted with one or 
more of -R'^ -(C(R%)sR'^ -CHO, 1 ,3-dioxolane, -NO2, -CN, -CO2H, -CONH2, 
-C02R''^. -CONHR'^ -COR'^ -(C(R^)2)qOH, -(C(R^)2)qOR^°,-(C(R^)2)qNHR'°, 
-(C(R^)2)qJ, -(C(R^)2)qNH2, -(C(R%)rH, -G(C(R^)2)pOR^^ -G(C(R^)2)pR^', and 
-G(C(R®)2)pOH; alkynyl of 2 to 6 carbon atoms, optionally substituted with one or 
more of -R'°, -(C(R^)2)sR'^ -CHO, 1 ,3-dioxolane, -NO2, -CN, -CO2H, -CONH2. 
-COsR'^ -CONHR'^ -COR'^ -(C(R^)2)qOH, -(C(R%)qOR'°, -(C(R%)qNHR'°, 
-(C(R^)2)qJ, -(C(R")2)qNH2, -(C(R^)2)rH, -G{C(R^)2)pOR^^ -G(C(R^)2)pR^^ and 
-G(C(R^)2)pOH; aryl of 6 to 12 carbon atoms optionally substituted with 1 to 4 
substituents which may be the same or different selected from -R^°, -(C(R^)2)sR^^, 
-CHO, 1 ,3-dioxolane, -NO2, -CN, -CO2H, -CONH2. -C02R'^ -CONHR'^ -COR'^ 
-(C(R^)2)qOH, -(C(R%)qOR^^ -(C(R%)qNHR^°, -(C(R^)2)qJ, -(C(R%)qNH2. -(C(R^)2)rH. 
-G(C(R%)pOR'^ -G(C(R%)pR'^ and -G(C(R%)pOH; a heteroaryl ring having 5 or 6 
atoms containing 1 to 4 heteroatoms or particularly 1 or 2 heteroatoms which may be 
the same or different, selected from N, O and S where the heteroaryl ring may be 
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optionally substituted with 1 to 4 substituents which may be the same or different 
selected from -R^°, -(C(R^)2)sR^^. -CHO, 1 ,3-dioxolane, -NO2, -CN. -CO2H, -CONH2. 
-COzR'", -CONHR'°. -COR'°, -(C{R%)qOH, -(C(R^)2)qOR'°, -(C(R^)2)qNHR'°, 

-(C(R^)2)qJ, -(C(R^)2)<,NH2, -(C(R^)2)rH. -G(C(R%)pOR^°, -G(C(R^)2)pR^^ and 

-G(C(R®)2)pOH; a bicyclic heteroaryl ring system having 8 to 20 atoms containing 1 to 
4 heteroatoms which may be the same or different selected from N, O and S wherein 
the bicyclic heteroaryl ring system may be optionally substituted with 1 to 4 
substituents which may be the same or different selected from -R^°, -(C(R^)2)sR'^. 

-CHO, 1 ,3-dioxolane, -NO2, -CN, -CO2H, -CONH2. -C02R'°, -CONHR'°, -COR^°. 

-(C(R^)2)qOH, -(C(R%)qOR^° -(C(R^)2)qNHR^°, -(C(R^)2)qJ, -(C(R^)2)qNH2, -(C(R^)2)rH. 

-G(C(R^)2)pOR'°, -G(C(R^)2)pR^', and -G(C(R')2)pOH; 



R" is selected from -(C(R^)2)rH, optionally substituted with one or more of -R^°, 
-(C(R%)sR^^ -CHO. 1,3-dioxolane, -NO2, -CN, -CO2H, -CONH2. -C02R'° 

-CONHR^°, -COR'°. -(C(R^)2)qOH, -(C(R%)qOR'°. -(C(R^)2)qNHR'°, -(C(R^)2)qJ. 
-(C(R%)qNH2, -(C(R^)2)rH, -G(C(R^)2)pOR^°, -G(C(R^)2)pR'^ and -G(C(R^)2)pOH; 
alkenyl of 2 to 6 carbon atoms, optionally substituted with one or more of -R^°, 
-(C(R^)2)sR^^-CHO, 1 ,3-dioxolane, -NO2, -CN, -CO2H, -CONH2. -COzR'", -CONHR^°, 

-COR^°, -(C(R')2)qOH, -(C(R%)qOR^°, -(C(R^)2)qNHR^°, -(C(R^)2)qJ. -{C(R^)2)qNH2, 

-(C(R^)2)rH, -G(C(R^)2)pOR'°, -G(C(R^)2)pR'^ and -G(C(R^)2)pOH; alkynyl of 2 to 6 
carbon atoms, optionally substituted with one or more of -R^°, -(C(R^)2)sR^^, -CHO, 
1,3-dioxolane. -NO2, -CN, -CO2H, -CONH2,-C02R^°, -CONHR'°. -COR^^ 

-(C(R«)2)qOH, -(C(R%)pOR^°, -(C(R^)2)qNHR^°, -(C(R^)2)qJ, -(C(R^)2)qNH2. -(C(R^)2)rH. 

-G(C(R^)2)pOR'° -G(C(R%)pR^^ and -G(C(R%)pOH; aryl of 6 to 12 carbon atoms 
optionally substituted with 1 to 4 substituents which may be the same or different 
selected from -R^°, -(C(R^)2)sR^^ -CHO, 1,3-dioxolane, -NO2, -CN, -CO2H, -CONH2. 
-C02R'°, -CONHR'°, -COR^°, -(C(R^)2)qOH, -(C(R^)2)qOR'°, -(C(R^)2)qNHR'°, 

-(C(R^)2)qJ. -(C(R')2)cNH2.-(C(R%)rH. -G(C(R%)pOR^°. -G(C(R%)pR^2_ and 
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-G(C(R®)2)pOH; a heteroaryl ring having 5 or 6 atoms containing 1 to 4 heteroatoms 
or particularly 1 or 2 heteroatoms which may be the same or different, selected from 
N, O and S wherein the heteroaryl ring may be optionally substituted with 1 to 4 
substituents which may be the same or different selected from -R^°, -(C(R%)sR^^, 

-CHO, 1,3-dioxolane, -NO2, -CN. -CO2H, -CONH2.-C02R'^ -CONHR'°, -COR'^ 

-(C(R^)2)qOH, .(C(R^)2)qOR^°. -(C(R%),NHR^^ -(C(R^)2)qJ, -(C(R%)qNH2. -(C(R^)2)rH. 
-G(C(R^)2)pOR'^ ■G(C(R®)2)pR'^ and -G(C(R^)2)pOH; a bicyclic heteroaryl ring 
system having 8 to 20 atoms containing 1 to 4 heteroatoms which may be the same 
or different selected from N, O and S wherein the bicyclic heteroaryl ring system may 
be optionally substituted with 1 to 4 substituents which may be the same or different 
selected from -R'°, -(C(R%)sR^^ -CHO. 1 .3-dioxolane, -NO2, -CN, -CO2H, -CONH2. 
-COaR'^ -CONHR'°, -COR'°, -(C(R%)qOH, -(C(R%)qOR'*^, -(C(R^)2)qNHR'°, 

-(C(R%)qJ, -(C(R%)qNH2, -(C(R^)2)rH, -G(C(R^)2)pOR^^ -G(C{R%)pR^^ and 

-G(C(R^)2)pOH; 

R^ is a monovalent group independently selected from alkyi of 1 to 12 carbon atoms, 
preferred is 1 to 6 carbon atoms, alkenyl of 2 to 6 carbon atoms, and alkynyl of 2 to 
6 carbon atoms; 

R^ is a divalent group selected from alkyI of 1 to 6 carbon atoms, alkenyl of 2 to 6 
carbon atoms, and alkynyl of 2 to 6 carbon atoms; 

R^ is a divalent alkyI group of 2 to 6 carbon atoms; 

R® is a cycloalkyi ring of 3 to 10 carbon atoms that may optionally be substituted 
with one or more alkyI groups of 1 to 6 carbon atoms; aryl of 6 to 12 carbon atoms 
optionally substituted with 1 to 4 substituents which may be the same or different 
selected from -H -aryl, -CHaaryl, -NHaryl, -Caryl, -S(0)maryl, -J, -NO2, -NH2, -OH, 
-SH, -CN, -N3, -COOH, -CONH2, -NHC(0)NH2, -C(0)H, -CF3, -OCF3, -R^ -OR^ 
-NHR^ -Q, "S(0)mR^ -NHSOsR^ -R'\ -OR'\ -NHR'\ -R^OH, -R^OR^ -R^NHs, 
-R^NHR^ -R^Q, -R^SH, -R^S(0)mR^ -NHR^OH, -NHR^OR^ -N(R^)R^OH,-R^R^^ 
-N(R^)R^OR^ -NHR^NHs, -NHR^NHR^ -NHR^Q, -N{R^)R^NH2, -N(R^)R^NHR^ 
-N{R^)R^Q, -OR^OH, -OR^OR^ -OR^NHs, -OR^NHR^ -OR^Q, -OC(0)R^ -NHC(0)R^ 
-NHC(0)NHR^ -0R^C(0)R^ -NHR^C(0)R^ -C(0)R^ , -C(0)0R^ -C(0)NHR^ 
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-C(0)Q, -R^C(0)H. -R^C(0)R^ -R^C(0)OH. -R®C(0)OR^ -R^C(0)NH2, -R^C(0)NHR^ 
-R®C(0)Q, -R^OC(0)R^ -R^0C(0)NH2. -R^OC(0)NHR= and -R^OC(0)Q; a 
heteroaryl ring having 5 or 6 atoms containing 1 to 4 heteroatonns or particularly 1 or 
2 heteroatoms which may be the same or different, selected from N, O and S 
wherein the heteroaryl ring may be optionally substituted with 1 to 4 substituents 
which may be the same or different selected from -H, -aryl, -CHaaryl, -NHaryl, -Oaryl, 
-S(0)maryl, -J, -NO2, -NH2, -OH, -SH, -CN, -N3, -COOH, -CONH2, -NHC(0)NH2, 

-C(0)H, -CF3, -OCF3, -R^ -OR^ -NHR^ -Q, -S(0)„,R^ -NHS02R^ -R^\ -OR^\ 

-NHR", -R^OH, -R^OR^ -R^NHg. -R^NHR^ -R^Q, -R^SH. -R^S{0)mR^ -NHR^OH. 

-NHR^OR^ -N(R^)R^OH, -N(R^)R^OR^ -NHR^NH2, -NHR^NHR^ -NHR^Q, 

-N(R^)R^NH2, -N(R=)R^NHR^ -N(R=)R^Q, -OR^OH, -OR^OR^ -OR^NHz, -OR^NHR^ 

-OR^Q, -OC(0)R^ -NHC(0)R=,-R^R^2 -NHC(0)NHR^ -OR^C(0)R^ -NHR^C(0)R^ 

-C(0)R^ , -C(0)OR^ -C(0)NHR^ -C(0)Q, -R^C(0)H,-R^C(0)R^ -R^C(0)OH. 

-R®C(0)OR=, -R®C(0)NH2, -R^C(0)NHR=, -R^C(0)Q, -R^OC(0)R^ -R^0C(0)NH2, 

-R^OC(0)NHR^ and -R^OC(0)Q; a bicyclic heteroaryl ring system having 8 to 20 
atoms containing 1 to 4 heteroatoms which may be the same or different selected 
from N, O and S wherein the bicyclic heteroaryl ring system may be optionally 
substituted with 1 to 4 substituents which may be the same or different selected from 
-H, -aryl. -CH2aryl, -NHaryl, -Oaryl, -S(0)maryl, -J, -NO2, -NH2, -OH, -SH, -CN. -N3, 
-COOH, -CONH2, -NHC(0)NH2, -C(0)H, -CF3, -OCF3, -R^ -OR^ -NHR^ -Q, 
-S(0)mR^ -NHS02R^ -R", -OR", -NHR", -R^OH. -R^OR^ -R^NH2. -R^NHR^ -R^Q, 

-R^SH, ,-R^R'^ -R^S(0)mR^. -NHR^OH. -NHR^OR^ -N(R^)R''OH, -N(R^)R^OR^ 
-NHR^NHa, -NHR^NHR^ -NHR^Q. -N(R^)R^NH2, -N(R^)R^NHR^ -N(R^)R^Q, -OR^OH, 
-OR^OR^ -OR^NHa, -OR''NHR^ -OR^Q, -OC(0)R^ -NHC(0)R^ -NHC(0)NHR^ 
-OR^C(0)R^ -NHR^C(0)R^ -C(0)R^ , -C(0)OR^ -C(0)NHR^ -C(0)Q, -R^C(0)H, 
-R^C(0)R^ -R®C(0)0H, -R^C(0)0R^ -R^C(0)NH2. -R^C(0)NHR^ -R^C(0)Q, 
-R^0C(0)R^ -R^0C(0)NH2. - R^OC(0)NHR^ and -R^OC(0)Q; 



R® is independently -H, -F or -R^; 
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is an alkyi group of 1 to 12 carbon atoms, preferred is 1 to 6 carbon atoms; 



R" is a cycloalkyi group of 3 tolO carbon atoms; 



R^^is .N(0)n R'^R'"* or -N+(R^°R^3r14jj-. 

provided that when R^^ is N(0)n R^^R^'' and n is 1 , R^^ or R^"* are not H; 



R^^ and R^"* are independently selected from a group consisting of -H, -R^, -R", 
-(C(R^)2)qaryl-R^^ -(C(R^)2)qheteroaryl-R^^ -(C(R^)2)qheterocyclyl-R'^ -(C(R^)2)pOR^^, 
-(C(R^)2)pNR^«R^^ -(C(R«)2)pS(OUR^^ -(C(R')2)pC02R'^ -(C(R^)2)pC(0)NHR^«and 

-(C(R^)2)pC(0)R^^; further provided that R^^ and R^"* may optionally be taken together 
with the nitrogen to which they are attached forming a heterocyclyl, heteroaryl or 
bicyclyl heteroaryl ring optionally substituted on either nitrogen or carbon by one or 
more selected from the group, -R^, -R^\ -(C(R^)2)qarylR^^ -(C(R^)2)qheteroarylR^^ 
-(C(R^)2)qheterocyclylR'^ -(C(R^)2)qC02R'^-(C(R^)2)qC(0)NHR'^ and 

-(C(R^)2)qC(0)R^^; or optionally substituted on carbon by -F, -(C(R'')2)qOR^^, 
-(C(R'')2)qNR^^R^^, and -(C(R^)2)qS(0)mR^^; or optionally substituted on nitrogen by 
-(C(R')2)pOR^^ -(C(R%)pNR^^R^^ and -(C(R^)2)pS(0)„,R^^; 

R'^ is independently selected from a group consisting of -H, -R^ -R^\ -(C(R®)2)qaryl, 
-(C(R^)2)qheteroaryl. -(C(R^)2)qheterocyclyl, -(C(R^)2)qOH, -(C(R^)2)qOR^°, 

-(C(R^)2)qNH2. -(C(R%)qNHR^°. -(C(R')2)qR^°, -(C(R^)2)qS(OUR^°, -(C(R^)2)qC02R^°, 

-(C(R^)2)qCONHR'°, -(C(R*)2)qCONR'°R'°. -(C(R^)2)qCOR'°. -(C(R%)qC02H, and 
-(C(R')2)qCONH2; 

R^^ and R^' are independently selected from a group consisting of -H, -R^ -R", 
-(C(R^)2)qaryl, -(C(R^)2)qheteroaryl, -(C(R%)qheterocyclyl, -(C(R^)2)pOH, 
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-(C(R')2)pOR^^ -(C(R%)pNH2. -(C(R%)pNHR^^ -(C(R^)2)pNR^°R^°, 

-(C(R')2)pS(0)mR'°,-(C(R^)2)pC02R^°,-(C(R%)pCONHR^°, -(C(R^)2)pCONR^°R^°, 
-(C(R')2)pCOR'^ -(C(R^)2)pC02H, and -(C(R^)2)pCONH2; 

R18 is independently selected from the group consisting of -H, -aryl, -R^, -R®NH2, 
-R^NHR^ and -R^Q; 

provided that, the 6-position is substituted wh e n T and Z are carbon, A i s abcont, r i c 
0 and R"^ i s - (C(R^ ) ^H, thon, 

— R ^ i s not unsubst i tuted thiophon e , furan, th i azol e , imidazol e , 1 ,2,3 - triazo l o, 
1 ,2, 4- triazol e , tetrazo le , pyrid i n e , phenyl, a l k e nyl or a l kynyl; or 

b^-R ^is not monocubctitutod by R^, - (C(R^ >g> ^OH, or (C(R^ )g}qQR ^ wh e n 
Pr^ is thiophone, furan, thiazol e , imidazol e , 1 ,2,3 - tr i azolo, 1 ,2,4 - triazol e , 
t e trazol e or pyrid i ne; and 

o. R'^and R'^are not a l ky ! of 1 to 6 carbon atoms when R^ i s th i oph e ne, 
furan, th i azol e , im i dazol e , 1 ,2,3 - triazol e , 1 ,2,4 - triazo le , t e trazo l e or 
pyrid i ne when R^ i s subst i tuted by (C(R^ )3>eB' ^ and R"^ is - NR' ^^B^j 

further prov i ded that, when T and Z are carbon, A is absent and R'^is ph e nyl, th e n, 

a^-R ^ i s not substituted by - NO^, CN, CQ^H, CONH^ -eOaR^r 

CONHR^ ^4G(R^)^ ^OH, (C(R^ )^^QR^He(R^)2>^NHR^HG(R^)^^^ 

- (C(R^ )3) QNHg or unsubstitut e d when R ^ is thiophono, furan, th i azole, 
imidazo l e, 1 ,2,3 - tr i azo le , 1 ,2, 4- triazo l o, tetrazol e or pyr i d i ne; and 

bi-R ^and R'^are not i ndopondont l y alky i of 1 to 3 carbon atoms whon R^ is 
thiophone, — furan, — thiazo l e, — i m i dazo l e, — 1 ,2,3 - triazolo, — 1 ,2, 4- triazolo, 
tetrazole or pyr i d i n e , where i n R'^is substituted by - (C(R^ )2>eR' ^ and s is 0 
aftd-R ^ i s NR^ R^T 

addit i ona ll y provided that, wh e n T and Z are carbon, then, 

a. carbon 8 is not substituted by - OH, - OR"^, - SR"^, or - OR"^ whon carbon 6 
i s substituted by an i m i dazole, oxazolo or thiazol e ring that is fused to a 6 - 
momborod aryl or hoteroary l r i ng having 0 to 2 nitrogen atoms and whoro i n 
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tho fusod b i cyclic hotoroaryl ring ic attach e d to carbon - 5 of Formu l a (I) v i a 
Garbon - 2 of th e im i dazole, oxazo l o or thiazol e r i ng; and 

b. carbon 8 is not cubst i tut e d by - OH, - OR^, SR"^, or - OR"^ wh e n X is - O 
and carbon - 6 is substituted by aryl or hotoroary l ; 

further provided that whon e ither T or Z are N, thon R^^ i s absent; or a 
pharmaceutically acceptable salt thereof. 

140. (Currently Amended) A method of inhibiting the biological effects of a 
deregulated protein kinase in a mammal which comprises administering to said 
mammal an effective amount of a compound of Formula (I), 




wherein: 

X is -NH-, -NR^-, -0-, or -S(0)n.-; 
n is an integer of 0 or 1 ; 
m is an integer of 0 to 2; 
q is an integer of 0 to 5; 
p is an integer of 2 to 5; 
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s is an integer of 0 to 5; 
r is an integer of 0 to 5; 
J is halogen; 

A is -(C(R^)^).-. -C(0)-. -C(OUC(R^^^).-. -(C(R%)r C(0)-. -cvcloall<vl- or is absent : 

T is N C and Z ar e e ach ind e p e nd e nt l y is carbon N. provided that both T and Z are 
not simultaneously N: 

is s ele ct e d from a oyo l oa l ky i ring of 3 to 10 carbon atoms, optional l y subst i tutod 
w i th on e or moro i ndopondont l y oo l oot e d a l ky i groups of 1 to 6 carbon atoms; ary l of 
6 to 12 carbon atoms optiona ll y subst i tutod w i th 1 to 4 subst i tu e nts which may bo tho 
sam e or d i ff e r e nt i nd e p e ndently s ele ct e d from - H, J, - NOa, - NHa, - OH, - SH, - CN. - Na r 

- COOH, CONH^, NHC(0)NH^. C(0)H, CF^, OCF^, R^ —QR ^, NHR^ ,-^ 

-S(Q)mR ^ ■ NHSQ.RV -R ^OH, - R^ QR^— R ^NH^, . R^ NHB^y-R^Q^^SH^^S^O^^B^, 
-NHB ^OH, ■ NHR' QR^,-44(R^)R^QHr-N(R^»R'GR^7--NHR ^Ha, - NHR^ NHB^r-NHR^Qy 
-N4R^»R 'NH^, N(R^ )R'NHR ^ N(R^ )R 'Q, - OR'aH, QR^ QR^— QR ^NH^, OR^ NHR^t 
-QR ^Q, OC(0)R^ NHC(0)R^ ■ MHC(0)MHR^ ,-QR ^C(0)RV -MHR ^C(0)R^ r-G^Q)R^ 
, ■ C(0)OR^ C(0)NHR^ C(0)Q, R^C(0)H,- -R^e(0)R^r^ ^C(0)OH, R^ G(Q)QR^ 

-R^ C(0)NH^, R^C(0)MHR^ ^^ C(0)Q, R^OC(0)R^ ^ ^OC(0)NH^ r-R ^OC(0)NHR ^ 
-R^ OC(0)Q and YR^ groups whoroin Y is i nd e pend e nt l y s e l e ct e d from — C(0) - , 
■ C(0)0 , 0C(0) , C(0)NH , NHC(O) , NHSO^ , SO^NH , C(OH)H . 0(C(R^ )3> - 

NH(C(RV ^-.rNR^^Vq^-(G(RVq-r-^V^O-T 

-(^Vq^^" > ■ (C(R% } qNH . (C(R% )^NR* ^ , C=C , o/s and tranc CH^CH and 
cyo l oalky i of 3 to 10 carbon atoms; 

a heteroaryl ring having S-of 6 atoms containing 1 to -4--3 heteroatom s. 1 of which is 
or particularly 1 or 2 heteroatoms which may be the same or different, selected 
from N, O and S wherein the heteroaryl ring may be optionally substituted with 1 to 4 
substituents which may be the same or different selected from -H, -J, -NO2, -NH2, 

-OH, -SH, -CN, -N3, -COOH, -CONH2, -NHC(0)NH2, -C(0)H, -CF3, -OCF3, -R^ -OR^ 
-NHR^ -Q, -S(0)n,R^, -NHS02R^ -R^OH, -R^OR^ -R^NHz. -R^NHR^ -R^Q, -R^SH, 
-R^S(0)^lR^ -NHR'OH, -NHR''OR^ -N(R^)R^OH, -N(R5)R^OR^ -NHR^NHg. 
-NHR^NHR^ -NHR^Q, -N(R5)R^NH2, -N(R=)R^NHR^ -N(R^)R^Q, -OR^'OH, -R^OR^ 
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-OR''NH2, -OR''NHR^ -0R''Q, -OC(0)R^ -NHC(0)R^ -NHC(0)NHR^ -R^C(0)R^. 
-NHR^C(0)R^ -C(0)R^ , -C(0)OR^, -C(0)NHR^ -C(0)Q, -R^C(0)H, -R^C(0)R^, 
-R^C(0)OH. -R^C(0)OR^ -R^C(0)NH2, -R^C(0)NHR^ -R^C(0)Q, -R^OC(0)R^ 

-R^0C(0)NH2, - R^OC(0)NHR^ -R^OC(0)Q and YR^ groups wherein Y is 
independently selected from -C(0)-, -C(0)0-. -0C(0)-, -C(0)NH-, -NHC(O)-, 

-NHSO2-, -SO2NH-. -C(OH)H-, -0(C(R9)2)q. -S{OUC(R%)^-, -NH(C(R9)2)q-. 
-NR^°(C(R9)2)q-. -(C(R9)2)q-, -{C{R%)cp-, -(C(R9)2)qS(OW, -(C(R9)2)qNH-, 
-(C(R9)2)qNR^°-, -C=C-, cis and trans -CH=CH- and cycioalkyi of 3 to 10 carbon 
atoms; 

a bioyGl i c hotoroaryl ring s y s t e m having 8 to 20 atoms containing 1 to <1 hotoroatome 
wh i ch may b e tho sam e or different s ele ct e d from N, O and S wh e r e in tho b i cyc li o 
heteroaryl r i ng sy s t e m may b e opt i ona ll y sub s t i tut e d w i th 1 to 4 substituonts wh i ch 
may be tho same or d i ff e r e nt se l octod from - H, - J, - NOa, - NH3. - OH. - SH, - CN, - Na, 
■ COOH, CONH^, ■ NHC(0)NH^, C(0)H, CF^, OCF^, R^ 0R^ NHR^ ,— 
-S(Q)m tf , NHSO^RV -^ ^OH, - R^ QR^— R ^NHj. - R^ NHR^y-R^Q^ ^SH, R^ S(Q)^B^ 

-NHB 'OH, . NHR^ QR^r-N^a yOH. N(Ry QR ^ NHR^NHa, - NHR^ NHB ^ NHR^ Qr 
-N(R^)R 'NH^, N(R^ )R'NHR^,-N(R^)B ^Q, - OR^OH. . QR^ QR^— QR ^NH^, OR^ NHR^ 

-QR ^Q, - QC(0)R^ NHC(0)R^ - NHC(0)NHR^ r-GR ^C(0)R^ NHR^C(0)R^ C(0)R^ 
. C(0)OR^ C(0)NHR^, C(0)Q. R^C(0)H,- -R ^C(0)R^ r-R ^C(0)OH.- -B ^C(0)OR^ 

-R ^C(0)NH^, R^C(0)NHRV -B ^C(0)Q. R^0C(0)RV -R ^0C(0)MH^. R^0C(0)NHR^ 

-R ^OC(0)Q and YR^ groups whoro i n Y i o i ndepend e nt l y s el ected from C(0)% 

C(0)0 , 0C(0) . C(0)NH , NHC(O) , NHSO^ . SO^NH , C(OH)H , 0(C(R8 )a)q-T 
-S(Q>„(G(R^)^^ -, NH(C(RV qH4R^^V^HG(RVq-r4e(^VqQ-T 

-^^^RV^^^" * ' (C(RV^'^''^ ' (C(RV q^ ^ ■ ' ^'^ CH = CH and 

cyc i oa l ky i of 3 to 1 0 carbon atoms; and a moi e ty of th e formula 
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.1a 



lb 




1c 



E is NH , NR^ , O , S(OU . C(0) , CH^ , CHR^ - or - CR^ R^-f 

Q is -NR^R^ and further provided that when each R^ is independently selected from 
alkyi and alkenyl, R^R^ may optionally be taken together with the nitrogen atom to 
which they are attached forming a heterocyclyl ring of 3 to 8 atoms, optionally 
containing 1 or 2 additional heteroatoms which may be the same or different selected 
from N, O and S; 

^4a_^4te_^4«-^ w g ^p^j g ^ | . Q Q aoh indep e nd e nt l y s e l ect e d from - H, - J, - NO^, - NH^, 
OH. SH. CN, - N^, - COOH, CONH^. NHC(0)NH^. C(0)H, CF^, - OCFa, ■ R^ .-QRS 
-NHR ^ Q, S(OU B ^ - NHSO^RV -R ^QH, - R^ QR^^ ^NH^, - R^ NHR^r-ft^Qr-R^SHr 

-R^S(Q)aR ^ NHR^OH. - NHR^ QR^T-N^R yOH. - N(R^ >R^QR ^ NHR^ NjMg 

-^tHR^NHR ^ - NHR^Q, ■ N(R^ >R 'MH;i, ■ N(R^ )R^NHR ^. N(R^ )R 'Q, - OR^OH, - OR^ QRS 

-OR 'NH^, OR^ NHR^r-OR 'Q. OC(0)R^ NHC(0)R^ NHC(0)NHR^ ,-QR ^C(0)R^ 

-NHR ^C(0)R^ C(Q)R^ , C(0)OR^ ■ C(Q)MHR^ C(0)Q, R^C(0)H,^ -R ^C(0)R^ 

-R ^C(0)OH,- -R ^C(0)ORV -ft ^C(0)NH;,, R^C(0)NHRV -R ^C(0)Q. R^0C(0)RS 

-R ^OC(0)NH^ -R ^OC(0)NHR^ ary l , CH^ry l , NHary l , Oaryl, S(0)«,ary l , R% 

-QR ^, MHR^ -af>€l-'-R ^OC(0)Q; R^^ R^^ and R^^ are each, independently selected 
from -H, -aryl, -CHzaryl, -Oaryl, -S(0)maryl, -J, -NO2, -OH, -SH, -ON, -N3, -COOH, 

-CONH2. -NHC(0)NH2, -C(0)H. -CF3, -OCF3, -R^ -OR^ -S(0),nR^ -NHS02R^ -R". 
-OR", -R^OH, -R^OR^ -R^SH. -R^S(0)mR^-OR^OH, -OR^OR^ -OC(0)R^ 

-NHC(0)R^ -NHC(0)NHR^ -OR^C(0)R^ -NHR^C(0)R^ -C(0)R^ , -C(0)OR^ 



56 



AM100169 D2 



-C(0)NHR^ -C(0)Q, -R^C(0)H, -R®C(0)R^ -R^C(0)OH, -R^C(0)OR=, -R^C(0)NH2. 
-R^C(0)NHR^ -R^C(0)Q, -R^OC(0)R^ -R^0C(0)NH2, -R^OC(0)NHR^ -R^OC(0)Q, 
-G-(C(R9)2)p-Ri2.-(C(R9)2),-Ri2 



R^^ CONH(CH2)r- R^^ = CONHCCHaV" 




G is -NH-, -NR10-, -O- or -S(0)m-; 

R^ is selected from alkenyl of 2 to 6 carbon atoms, optionally substituted with one or 
more of -R^°, -(C(R^)2)sR^^, -CHO, 1 ,3-dioxolane, -NO2, -CN, -GO2H, -CONH2. 
-C02R'°. -CONHR'°, -COR'°, -(C(R%)qOH, -(C(R%)qOR'°,-(C(R%)qNHR'°. 
-(C(R^)2)qJ, -(C(R^)2)qNH2, -(C(R%)rH. -G(C(R^)2)pOR'°. -G(C(R^)2)pR^^ and 
-G(C(R®)2)pOH; alkynyl of 2 to 6 carbon atoms, optionally substituted with one or 
more of -R'°, -(C(R^)2)sR'^ -CHO, 1 ,3-dioxolane, -NO2, -CN, -CO2H, -CONH2, 
-C02R'°, -CONHR'°, -COR'°, -(C(R%)qOH, -(C(R%)qOR'°, -(C(R%)qNHR'°, 
-(C(R^)2)qJ, -(C(R^)2)qNH2, -(C(R')2)rH. -G(C(R%)pOR^°, -G(C(R')2)pR'^ and 
-G(C(R®)2)pOH; aryl of 6 to 12 carbon atoms optionally substituted with 1 to 4 
substituents which may be the same or different selected from -R^°, -(C(R^)2)sR'^> 
-CHO, 1 ,3-dioxolane, -NO2, -CN, -CO2H, -GONH2, -COsR^", -GONHR'°, -COR'°, 

-(C(R^)2)qOH, -(G(R^)2)qOR^°, -(G(R^)2)qNHR^°, -(C(R%)qJ, -(G(R^)2)qNH2. -(C(R%)rH, 

-G(G(R^)2)pOR^°, -G(G(R%)pR^^ and -G(C(R^)2)pOH; a heteroaryl ring having 5 or 6 
atoms containing 1 to 4 heteroatoms or particularly 1 or 2 heteroatoms which may be 
the same or different, selected from N, O and S where the heteroaryl ring may be 
optionally substituted with 1 to 4 substituents which may be the same or different 
selected from -R'°, -(G(R^)2)sR'^ -CHO, 1 ,3-dioxolane, -NO2, -CN, -CO2H, -GONH2. 
-COzR^", -CONHR^°, -GOR'°, -(G(R%)qOH, -(G(R^)2)qOR'°. -(C(R%)qNHR'°, 

-(G(R%)qJ, -(G(R^)2)qNH2. -(G(R^)2)rH, -G(G(R^)2)pOR'°. -G(G(R^)2)pR'^ and 

-G(G(R®)2)pOH; a bicyclic heteroaryl ring system having 8 to 20 atoms containing 1 to 
4 heteroatoms which may be the same or different selected from N, O and S wherein 
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the bicyclic heteroaryl ring system may be optionally substituted with 1 to 4 
substituents which may be the same or different selected from -R^° -(C(R^)2)8R^^, 

-CHO, 1 ,3-dioxolane, -NOz. -CN. -CO2H. -CONH2. -COaR'", -CONHR'°, -COR'°. 

-(C(R%)„OH. -(C(R')2)qOR^°, -(C(R«)2)cNHR^°, -(C(R%)<^, -(C(R%),NH2. -(C(R%),H. 
-G(C(R%)pOR'°, -G(C(R^)2)pR'^ and -G(C(R%)pOH; 

R"* is selected from -(C(R®)2)rH, optionally substituted with one or more of -R^° 
-(C(R^)2)sR'^ -CHO, 1 ,3-dioxolane. -NO2, -CN, -CO2H, -CONH2. -COzR'", 

-CONHR^°, -COR^°. -(C(R^)2)qOH. -(C(R^)2)pOR^°. -(C(R^)2)qNHR^°. -(C(R^)2)qJ. 
-(C(R^)2)qNH2. -(C(R^)2)rH. -G(C(R^)2)pOR^°. -G(C(R%)pR^^ and -G(C(R«)2)pOH; 
alkenyl of 2 to 6 carbon atoms, optionally substituted with one or more of -R^°, 
-(C(R%)sR^^,-CHO, 1 ,3-dioxolane, -NO2. -ON, -CO2H. -CONHg. -COgR^", -CONHR^°, 
-COR^°, -(C(R«)2)qOH. -(C(R%)pOR^°. -(C(R«)2)qNHR^''. -(C(R%),J. -(C(R^)2)qNH2. 

-(C(R%)rH, -G(C(R^)2)pOR'°, -G(C(R%)pR^^ and -G(C(R^)2)pOH; all^ynyl of 2 to 6 
carbon atoms, optionally substituted with one or more of -R^°, -(C(R^)2)sR^^> -CHO, 
1,3-dioxolane. -NO2, -CN, -CO2H. -CONH2.-C02R^°, -CONHR^°, -COR'°, 

-(C(R«)2)qOH, -(C(R^)2)qOR^°. -(C(R^)2)<,NHR^° -(C(R^)2)qJ, -(C(R^)2)pNH2. -(C(R^)2)rH, 
-G(C(R^)2)pOR^°. -G(C(R%)pR^^ and -G(C(R^)2)pOH; aryl of 6 to 12 carbon atoms 
optionally substituted with 1 to 4 substituents which may be the same or different 
selected from -R^°, -(C(R^)2)sR^^. -CHO, 1,3-dioxolane, -NO2, -CN, -CO2H, -CONH2. 
-COsR'", -CONHR'°, -COR'°, -(C(R^)2)qOH. -(C(R%)qOR'°. -(C(R%)qNHR^°, 

-(C(R^)2)qJ. -(C(R^)2)qNH2.-(C(R%)rH, -G(C(R^)2)pOR^^ -G(C(R^)2)pR'^ and 

-G(C(R®)2)pOH; a heteroaryl ring having 5 or 6 atoms containing 1 to 4 heteroatoms 
or particularly 1 or 2 heteroatoms which may be the same or different, selected from 
N, O and S wherein the heteroaryl ring may be optionally substituted with 1 to 4 
substituents which may be the same or different selected from -R^°, -(C(R^)2)sR^^, 

-CHO, 1,3-dioxolane, -NO2, -CN, -CO2H, -CONH2. -COgR'", -CONHR^°, -COR'°, 

-(C(R%)qOH. -(C(R%)qOR^°, -(C(R^)2)qNHR^° -(C(R^)2)qJ, -(C(R%)qNH2, -(C(R^)2)rH, 

-G(C(R^)2)pOR'°, -G(C(R^)2)pR'^ and -G(C(R%)pOH; a bicyclic heteroaryl ring 
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system having 8 to 20 atoms containing 1 to 4 heteroatoms which may be the same 
or different selected from N, O and S wherein the bicyclic heteroaryl ring system may 
be optionally substituted with 1 to 4 substituents which may be the same or different 
selected from -R^°, -(C(R^)2)sR^^ -CHO, 1 ,3-dioxolane. -NO2, -CN, -CO2H, -CONH2. 
-COgR'^ -CONHR^°, -COR'°, -(C(R^)2)qOH, -(C(R^)2)qOR''^, -(C(R®)2)qNHR'^ 

-(C(R^)2)qJ, -(C(R^)2)qNH2. -(C(R%)rH, -G(C(R%)pOR^^ -G(C(R^)2)pR^', and 
-G(C(R%)pOH; 

R^ is a monovalent group independently selected from alkyi of 1 to 12 carbon atoms, 
preferred is 1 to 6 carbon atoms, alkenyl of 2 to 6 carbon atoms, and alkynyl of 2 to 
6 carbon atoms; 

R^ is a divalent group selected from alkyI of 1 to 6 carbon atoms, alkenyl of 2 to 6 
carbon atoms, and alkynyl of 2 to 6 carbon atoms; 

R^ is a divalent alkyI group of 2 to 6 carbon atoms; 

R^ is a cycloalkyi ring of 3 to 10 carbon atoms that may optionally be substituted 
with one or more alkyI groups of 1 to 6 carbon atoms; aryl of 6 to 12 carbon atoms 
optionally substituted with 1 to 4 substituents which may be the same or different 
selected from -H,-aryl, -CHaaryl, -NHaryl, -Oaryl, -S(0)maryl, -J, -NO2, -NH2, -OH, 
-SH, >CN, -N3, -COOH, -CONH2, -NHC(0)NH2, -C(0)H, -CF3, -OCF3, -R^ -OR^ 
-NHR^ -Q, -S(0)mR^ -NHS02R^ -R'\ -0R'\ -NHR'\ -R^OH, -R^OR^ -R^NH2, 
.-R^NHR^ -R^Q, -R^SH, -R^S(0)mR^ -NHR'^OH, -NHR^OR^ -N(R^)R^OH,-R^R'^ 
-N(R^)R^OR^ -NHR^NHs, -NHR^NHR^ -NHR^Q, -N(R^)R^NH2, -N(R^)R^NHR^ 
-N(R^)R^Q, -OR^OH, -OR^OR^ -OR^NHs, -OR^NHR^ -OR^Q, -OC(0)R^ -NHC(0)R^ 
-NHC(0)NHR^ -OR^C(0)R^ -NHR^C(0)R^ -C(0)R^ , -C(0)OR^ -C(0)NHR^ 

-C(0)Q, -R^C(0)H,-R®C(0)R^-R^C(0)OH. -R^C(0)OR^ -R^C(0)NH2, -R^C(0)NHR^ 
-R®C(0)Q, -R®OC(0)R^ -R^0C(0)NH2, -R^OC(0)NHR^ and -R®OC(0)Q; a 
heteroaryl ring having 5 or 6 atoms containing 1 to 4 heteroatoms or particularly 1 or 
2 heteroatoms which may be the same or different, selected from N, O and S 
wherein the heteroaryl ring may be optionally substituted with 1 to 4 substituents 
which may be the same or different selected from -H, -aryl, -CH2aryl, -NHaryl, -Oaryl, 
-S(0)maryl, -J, -NO2, -NH2, -OH, -SH, -CN, -N3, -COOH, -CONH2, -NHC(0)NH2, 

-C(0)H, -CF3, -OCF3. -R^ -OR^ -NHR^ -Q, -S(0)mR^ -NHS02R^-R'^ -OR'\ 
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-NHR", -R^OH, -R^OR^ -R^NHg. -R^NHR^ -R^Q, -R^SH, -R^S(0)mR^ -NHR'OH, 

-NHR'OR^ -N(R^)R^OH, -N(R^)R^OR^ -NHR^NHa, -NHR^NHR^ -NHR'Q, 

-N(R5)R^NH2, -N(R^)R'NHR^ -N(R^)R^Q, -OR'OH, -OR'OR^ -OR^NHa, -OR^NHR=. 

-OR^Q, -OC(0)R^ -NHC(0)R^-R®R^2, -NHC(0)NHR^ -OR^C(0)R=. -NHR^C(0)R^ 

-C(0)R^ , -C(0)OR^ -C(0)NHR^ -C(0)Q. -R^C(0)H, -R^C(0)R^ -R^C(0)OH, 

-R^C(0)OR^ -R^C(0)NH2, -R^C(0)NHR=, -R^C(0)Q, -R^OC(0)R^ -R^0C(0)NH2, 

-R®OC(0)NHR^ and -R^OC(0)Q; a bicyclic heteroaryl ring system having 8 to 20 
atoms containing 1 to 4 heteroatoms which may be the same or different selected 
from N, O and S wherein the bicyclic heteroaryl ring system may be optionally 
substituted with 1 to 4 substituents which may be the same or different selected from 
-H, -aryl, -CHaaryl, -NHaryl, -Oaryl, -S(0)r„aryl, -J, -NO2, -NH2, -OH, -SH, -CN, -N3, 
-COOH, -CONH2, -NHC(0)NH2, -C(0)H, -CF3, -OCF3, -R^ -OR^ -NHR^ -Q, 
-S(0)mR^ -NHS02R^ -R", -OR^\ -NHR^\ -R^OH, -R^OR^ -R^NHg, -R^NHR^ -R^Q, 

-R^SH, -R^S(0)^,R^ -NHR^OH, -NHR^OR^ -N(R^)R^OH, -N(R^)R^ORf, 

-NHR''NH2, -NHR^NHR^ -NHR^'Q, -N(R^)R'NH2, -N(R^)R^NHR^ -N(R=)R^Q. -OR^OH, 
-OR^OR^ -OR'NH2, -OR^NHR^ -OR^Q. -OC(0)R^ -NHC(0)R^, -NHC(0)NHR^ 
-OR^C(0)R^ -NHR^C(0)R^ -C(0)R^ , -C(0)OR^ -C(0)NHR^ -C(0)Q. -R^C(0)H, 
-R^C(0)R^, -R®C(0)OH. -R^C(0)OR^ -R^C(0)NH2, -R^C(0)NHR=, -R^C(0)Q. 
-R®OC(0)R^ -R^0C(0)NH2, - R^OC(0)NHR^ and -R^OC(0)Q; 

R^ is independently -H, -F or -R^; 



R is an alky! group of 1 to 12 carbon atoms, preferred is 1 to 6 carbon atoms; 



R^Ms a cycloalkyi group of 3 tolO carbon atoms; 



R'^is -N(0)n R'^R'* or -N*(R'°R^3r''*)J-; 
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provided that when R^^ is N(0)n R^^R^"* and n is 1 . R^^ or R^* are not H; 



R^^ and R^* are independently selected from a group consisting of -H. -R^ -R^\ 
-(C(R%)qaryl-R^5^ .-(C(R%)qheteroaryl-R'=. -(C(R^)^)qheterocyclyl-R'^ -(C(R^)2)pOR'^ 
-(C(R^)2)pNR^^R^^ -(C(R^)2)pS(0)mR'^ -(C(R%)pC02R'^ -(C(R^)2)pC(0)NHR^«and 

-(C(R^)2)pC(0)R^^; further provided that R^^ and R^"* may optionally be taken together 
with the nitrogen to which they are attached forming a heterocyclyl, heteroaryi or 
bicyclyl heteroaryi ring optionally substituted on either nitrogen or carbon by one or 
more selected from the group, -R^, -R", -(C(R^)2)qarylR^=, -(C(R^)2)qheteroarylR^^ 
-(C(R^)2)qheterocyclylR^^ -(C(R^)2)qCO^R'^-(C(R^)2)qC(0)NHR^^ and 

-(C(R^)2)qC(0)R^^; or optionally substituted on carbon by -F, -(C(R02)qOR^®, 
-{C(R^)2)qNR^^R'^ and -(C(R^)2)qS(0)mR'^; or optionally substituted on nitrogen by 
-(C(R%)pOR'^ -(C(R%)pNR^«R^^ and -(C(R^)2)pS(0)„,R^^ 



R^^ is independently selected from a group consisting of -H, -R^, -R", -(C(R®)2)qaryl, 

-(C(R®)2)qheteroaryl, -(C(R^)2)qheterocyclyl, -(C(R^)2)qOH, -(C(R%)qOR'°, 

-(C(R%)qNH2, -(C(R^)2)qNHR^°. -(C(R%)qR^°. -(C(R^)2)qS(0)„,R^°, -(C(R%)qC02R^°, 

-(C(R^)2)qCONHR^° -(C(R^)2)qCONR'°R^'', -(C(R^)2)qCOR^° -(C(R^)2)qC02H, and 

-(C(R«)2)qCONH2; 

R^^ and R" are independently selected from a group consisting of -H, -R^, -R^\ 
-(C(R^)2)qaryl, -(C(R^)2)qheteroaryl, -(C(R%)qheterocyclyl, -(C(R^)2)pOH, 
-(C(R^)2)pOR^°. -(C(R%)pNH2. -(C(R«)2)pNHR^° -(C(R%)pNR^°R^°, 

-(C(R^)2)pS(0)n,R'°.-(C(R%)pC02R'°.-(C(R%)pCONHR^° -(C(R%)pCONR^°R^°, 
-(C(R^)2)pCOR'°. -(C(R%)pC02H, and -(C(R^)2)pCONH2; 

R18 is independently selected from the group consisting of -H, -aryl, -R^, -R^NH2, 
-R^NHR^ and -R^Q; 

provided that, the 6-Position is substituted whon T and Z aro carbon, A is ab se nt, r i s 
OandR^ i o (CCR^ ja MH, then, 
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a. R^ i s not unsubst i tut e d thioph e n e , furan, thiazo le , i m i dazol e , 1 ,2,3 - tr i azo l o, 
1,2,^ triazo l o, totrazolo, pyr i d i no, phenyl, alkenyl or a l kyny l ; or 

b^ ^ i s not monosubstitutod by R^, (C(R^ )g)^ OH, or ■ (C(R ^)g>qQR^ whon 
R^ i s thioph e n e , furan, thiazol e , imidazo le , 1 ,2,3 triazo l o, 1 ,2,4 tr i azolo, 
t e trazol e or — pyridine; and 

G^-R' ^and R'^ar e not a l ky! of 1 to 6 carbon atoms wh e n R^ i s thiophono, 
furan, th i azole, imidazo le , 1 ,2,3 - tr i azolo, 1 ,2,^1 triazo l e, totrazolo or 
pyridino whon R^ i c cubctitutod by (C(R^ )3>eft ^ and R^ is - NR^ R^i 

further provid e d that, whon T and Z are carbon, A is absent and R'^is ph e nyl, then, 

a^-B' ^is not cubctitutod by NO^, CN, CO^H, CONH^ -GOgR^T 

■■ CONHR^ ^^G(B^)^ ^OH, (C(R^ )g>^QR^,-(G(R^)a»qNHR^,--(G(B^)^^^ 

■ (C(R^ )2> qNHjg or unsubst i tut e d wh e n R^ i s thioph e n e , furan, thiazolo, 
imidazole, 1 ,2,3 - triazol0, 1 ,2,4 - triazol e , tetrazo l o or pyr i din e ; and 

br-R ^and R'^ar e not i nd e pendently a l kyi of 1 to 3 carbon atom s wh e n R^ is 
thioph e ne, — furan, — th i azolo, — im i dazol e , — 1 ,2,3 - triazolo, — 1,2,4 triazo l o, 
tetrazo l e or pyridin e , whoroin R^is substitut e d by - (C(R^ )3)fiR ^ and s i s 0 
and-R ^ is ■ NR^ R^f 

addit i ona ll y prov i ded that, when T and Z are carbon, then, 

a. carbon - 8 i s not substituted by OH, OR"^, SR"^, or OR " ^ whon carbon 5 
i s subst i tuted by an imidazo l o, oxazolo or th i azo l o r i ng that i s fused to a 6 
momborod aryl or hotoroary l ring hav i ng 0 to 2 n i trogen atoms and whoro i n 
the fused b i cyc li c hotoroaryl r i ng is attached to carbon - 5 of Formula (I) v i a 
carbon 2 of the imidazole, oxazolo or thiazolo ring; and 

b. carbon 8 is not substituted by - OH, OR"^, SR"^, or OR"^ when X is O 
and carbon - 6 is subst i tuted by ary l or hotoroary l ; 

further prov i ded that when either T or Z are N, then R^^is absent; or a 
pharmaceutically acceptable salt thereof. 
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141. (Currently Amended) A pharmaceutical composition for treating or inhibiting 
disease in a mammal characterized by abnormal growth of cells which comprises 
administering to a mammal in need thereof an effective amount of a compound of 
Formula (I) having the structure: 




(I) 

wherein: 

X is -NR^-, -0-, or -S(0)m-; 

n is an integer of 0 or 1 ; 
m is an integer of 0 to 2; 
q is an integer of 0 to 5; 
p is an integer of 2 to 5; 
s is an integer of 0 to 5; 
r is an integer of 0 to 5; 
J is halogen; 

A is -(C(R^)^)r-. -CIO)-, ■C(OKC(R^)^)r-. -(C(R^)o). C(0)-. -cvcloalkvl- or is absent : 
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T is N C and Z ar e e ach i nd e p e ndont l y te carbon N. provided that both T and Z are 
not sinnultaneouslv N: 

is s el ected from a oyc l oal l <y i ring of 3 to 10 carbon atoms, optiona ll y subst i tuted 
w i th one or moro i nd e p e nd e ntly sol e oted a l kyi groups of 1 to 6 carbon atoms; ary l of 
6 to 1 2 carbon atoms opt i onal l y substitutod with 1 to 4 substituonts wh i ch may be th e 
sam e or difforont indopondontly se l ected from - H, - J, NO^, - NHa, -OH, - SIH, - CN, - M^ 

CQOH, CONH^. NHC(0)NH^, C(0)H, CF^. OCF^. R^ - OR^ NHR^ ^^ 

S^Q^JR ^, MHSO^ V-R ^OH, R^ QR^^^ NH^, - R^ NHR^r-R^Qr-R ^SH, R^ S(Q)»>R% 
-MHR^ OH, . NHR^ QB^r-N^R yOH, ■ N(R^ )R'OR ^ - NHR'NH^, NHR^ N^4R ^ - NHR' Qy 
444Ry NH^, . N(R^ )R^NHR ^, N(RyQ, OR'QH, OR^ OR^r-OR ^MH^, QR^ NHR^ 
-QR ^Q, ■ OC(0)R^ - ^ i HC(0)R^ - NHC(0)NHR^ ^-OR ^C(0)R^ - NHR^C(0)R^. C(0)R^ 
. - C(0)OR^ ■ C(0)NHR^ - C(Q)Q, - R^C(0)H, -R ^C(0)R ^^ ^C(0)OH, - R^C(0)0RS 

-R ^C(0)NH^, R^C(0)NHR^ r-R ^C(0)Q, R^OC(0)R^ r^ ^OC(0)NH^, ■ - R ^0C(Q)NHRS 
-R ^OC(0)Q and YR° groups wh e r e in Y i s i ndopondont l y soloctod from — C(0) - , 
C(0)0 , 0C(0) - , CCOjNH , NHC(O) , NHSO^ , SO^NH , C(OH)H . 0(C(R' *)^ 

-S(Ok(G(RX -. ■ NH(C(RV cr^'^^V€f-HG(RVq-HG(RVqQ-^ 

-(C4R»)^€ tS(0)m - , - (CCRg ja^ ^NH , (C(R» )^qNR ^ , CsC , oic and tranc CH=CH and 
oyo i oa l ky ! of 3 to 10 carbon atoms; 

a heteroaryl ring having §-©f 6 atoms containing 1 to -4- 3 heteroatoms , 1 of which is 
N. or particularly 1 or 2 heteroatoms which may be the same or different, selected 
from N, O and S wherein the heteroaryl ring may be optionally substituted with 1 to 4 
substituents which may be the same or different selected from -H, -J, -NO2, -NH2, 

-OH, -SH, -CN, -N3, -COOH, -CONH2, -NHC(0)NH2, -C(0)H. -CF3, -OCF3, -R^ -OR^, 
-NHR^ -Q, -S(0)^lR^ -NHS02R^ -R^OH, -R«OR^ -R®NH2, -R^NHR^, -R^Q, -R^SH, 
-R^S(0)„,R^ -NHR^OH, -NHR^OR^ -N(R^)R^OH, -N(R^)R^OR^ -NHR''NH2, 
-NHR^NHR^ -NHR^Q, -N(R^)R^NH2, -N(R^)R''NHR^ -N(R=)R''Q, -OR^OH, -R^OR^ 

-OR^'NHa, -OR^NHR^ -OR^Q, -OC(0)R^ -NHC(0)R^ -NHC(0)NHR^, -R^C(0)R^ 
-NHR^C(0)R^ -C(0)R^ , -C(0)OR=, -C(0)NHR^ -C(0)Q. -R^C(0)H, -R^C(0)R^, 
-R^C(0)OH, -R^C(0)OR^ -R^C(0)NH2. -R^C(0)NHR^, -R^C(0)Q. -R^OC(0)R^ 

-R^0C(0)NH2, - R^OC(0)NHR^ -R^OC(0)Q and YR^ groups wherein Y is 
independently selected from -C(0)-, -C(0)0-, -0C(0)-, -C(0)NH-, -NHC(O)-, 
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-NHS02-. -SOaNH-, -C(OH)H-. -0(C(R9)2)q-, -S{OUC(R%)^; -NH(C(R9)2)q-. 
-NR^°(C(R9)2)q-. -(C(R9)2)q-. -{C{R%)cp-, -(C(R9)2)qS(0)^-. -(C(R9)2)qNH-, 
-(C(R9)2)qNR^°-, -C=C-, cis and trans -CH=CH- and cycloalkyi of 3 to 10 carbon 



a b i oyol i o h e t e roary l ring sy s tenn hav i ng 8 to 20 atoms conta i n i ng 1 to 4 h e t e roatoms 
wh i ch may b e th e s am e or differ e nt s e l e ct e d from N, O and S wher e in th e b i oyclio 
h e t e roary l r i ng syst e m may b e opt i ona ll y substituted w i th 1 to 4 s ubst i tuonts which 
may bo th e sam e or differ e nt so l ootod from - H, - J, - NOg, - NH^. - OH. - SH, - CN, - t4^ 
- COOH, CONH^, NHC(0)NH^, - C(0)H, - CF^, OCF^, - R^ OR^ NHR^ ,— Qt 
-S^«>R ^ NHS0;,RV -B ^0H, - R^ QR^— R ^NH^, R^ NHR^^^Q^ ^SH, ■ R^ S(Q)^R^ 

-NHR 'QH, NHR^ OR ^ - N(R^ )R ^OH, N(R^ )R^QR ^ NHR'NH^, NHR^ N^4R ^ NHR' Qt 
-N(R yNH^, N(R^ >R^NHR^r-M(R^)R' 'Q. - OR'OH, OR^ QR^— QR ^NH^, - OR^ NHRS 

-QR ^Q, OC(Q)R^ ■ NHC(0)R^ ■ NHC(0)NHR^ r-OR ^C(0)R^ - NHR^C(0)R^ C(0)R^ 
. C(0)OR^ C(0)NHR^ - 0(0)0, R^C(0)H.' -R ^C(0)R^ r-R ^C(0)OH.- -R ^C(0)OR^ 

-R ^C(0)NH^, R^C(0)NHRV -R ^C(0)Q, R^0C(0)RV -R ^0C(0)NH^, - R^0C(0)NHR^ 

-R ^OC(0)Q and YR^ groups wh e r ei n Y i s i nd e p e nd e ntly s e lectod from - C(Q) - , 

C(0)0, 0C(0) - , - C(0)NH-. NHC(O) , NHSO^ , SO^NH - , C(OH)H . 0{C(R^ ^ -■; 
-S4Q>«>^«)g>^ -. MH(C(R» )g>^T-NR^(G(RV^He(R9)g)q-HG(RV^O-T 

-^G^^^S^Q ^ , (C(R» )^ ^NH , (CCR^ ^qNR' ^ , C » C , c/o and tranc CH-CH and 
cyc l oa l ky i of 3 to 1 0 carbon atoms; and a mo i oty of th e formula 



atoms; 




E i s NH , NRS 



O , S{OU , C(0) . CH^ , CHR^ or CR^ R^ 
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Q is -NR^R^ and further provided that when each R^ is independently selected from 
alkyi and alkenyl, R^R^ may optionally be taken together with the nitrogen atom to 
which they are attached forming a heterocyclyl ring of 3 to 8 atoms, optionally 
containing 1 or 2 additional heteroatoms which may be the same or different selected 
from N, O and S; 

^4a_^4fe_^4e_-^4^ and R" ^ ar e e ach, i nd e p e nd e nt l y s ele ct e d from - H, - J, - NO^, - NHg y 
OH, SH, CN, N^, CQQH, CONH^, NHC(0)NHw. C(0)H, CF^. OCF^, R^ ^-OB^ 
44HR ^ Q, S(0)m R ^ - NHSO^j RV-^ ^OH, - R^ QR^^ ^NH,., . R^ NHR^t-R^Qt^^SHt 

-B^S<Q)mB ^ NHR^OH, - NHR^ QR^r-N^R^^B ^OH, N(R^ )R'QR ^ - NHR^ NHg 

-^4^4R^NHR ^ - NHR^Q. ■ N(R^ )R 'NH,., N(R^ )R^NHR^t-N(R^)R 'Q, OR'OH, - OR' QR^ 

-QR ^H,^, OR^ NHR^r-OR 'Q. OC(Q)R^, NHC(0)R^, NHC(0)NHR^ ,-QR ^C(0)RS 

-N^4R ^C(0)R^ - C(0)R^ , ■ C(0)OR^ ■ C(0)NHR^ C(0)Q, R^C(0)H,- -R ^C(0)R^ 

-R ^C(0)0H,- -R ^C(0)0RV -R ^C(Q)NH^, R^C(0)NHRV -R ^C(0)Q, ■ R^0C(0)RS 

-R ^OC(0)NH^. ' R ^OC(0)NHR^ - aryl, - CH^aryl, NHaryl. Oaryl, S(OVary l , R^ - 

-QR ^, NHR^ -aR4---R ^0C(0)Q; R^, R^^, and R^^, are each, independently selected 
from -H. -aryl. -CHzaryl, -Oaryl. -S(0)maryl. -J. -NO2, -OH, -SH, -CN. -N3, -COOH, 

-CONH2, -NHC(0)NH2, -C(0)H. -CF3, -OCF3, -R^ -OR^ -S(0),^R^ -NHS02R^ -R", 
-OR'\ -R^OH, -R^OR^ -R^SH, -R^S(0)mR^-0R^0H, -OR^OR^ -0C(0)R^ 

-NHC(0)R^, -NHC(0)NHR^ -OR^C(0)R^ -NHR^C(0)R^. -C(0)R^ , -C(0)OR^ 

-C(0)NHR^ -C(0)Q, -R^C(0)H, -R^C(0)R^ -R^C(0)OH, -R^C(0)OR^ -R^C(0)NH2, 
-R^C(0)NHR^ -R^C(0)Q, -R^OC(0)R^ -R^0C(0)NH2, -R^OC(0)NHR^ -R^OC(0)Q, 
-G-(C(R%)p-Ri2 , -(C(R9)2)q-R^^ 
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R^^ C0NH{CH2)r - R^° CONHCCHg)^ - 

(r'\n (R'°)2N (R'®)2N 

\ 0(CH2)r- y NH(CH2)r- \ NH(CH2)r- 

O ' O ' S 



R'^O r18 .CONH(CH2)r- R'\ S02NH(CH2)r - 




> NH{CH2)r- 

G is -NH-, -NR10-, -O- or -S(0)ni-; 

is selected from all<enyl of 2 to 6 carbon atoms, optionally substituted with one or 
more of -R^°. -(C(R^)2)8R^^ -CHO, 1 ,3-dioxolane. -NO2, -CN, -CO2H, -CONH2. 
-C02R'°, -CONHR^°, -COR'°, -(C(R^)2)qOH, -(C(R^)2)qOR'°,-(C(R^)2)qNHR^°, 
-(C(R^)2)qJ. -(C(R%)qNH2. -(C(R^)2)rH. -G(C(R%)pOR^°. -G(C(R^)2)pR'^ and 
-G{C(R^)2)pOH; alkynyl of 2 to 6 carbon atoms, optionally substituted with one or 
more of -R'°, -(C(R^)2)sR'^, -CHO, 1 ,3-dioxolane, -NO2, -CN, -CO2H, -CONH2. 
-COaR'", -CONHR^°, -COR'°, -(C(R^)2)qOH, -(C(R^)2)qOR'°. -(C(R^)2)qNHR^°, 
-(C(R^)2)qJ, -(C(R%)qNH2, -(C(R^)2)rH, -G(C(R^)2)pOR'°, -G(C(R%)pR'^ and 
-G(C(R^)2)pOH; aryl of 6 to 12 carbon atoms optionally substituted with 1 to 4 
substituents which may be the same or different selected from -R^°, -(C(R^)2)sR^^, 
-CHO, 1 ,3-dioxolane, -NO2. -CN, -CO2H, -CONH2. -COzR^", -CONHR'°. -COR^°, 

-(C(R^)2)qOH. -(C(R^)2)qOR^°, -(C(R^)2)qNHR^°. -(C(R«)2)qJ, -(C(R^)2)qNH2. -(C(R%)rH, 

-G(C(R^)2)pOR'°, -G(C(R^)2)pR^^ and -G(C(R^)2)pOH; a heteroaryl ring having 5 or 6 
atoms containing 1 to 4 heteroatoms or particularly 1 or 2 heteroatoms which may be 
the same or different, selected from N, O and S where the heteroaryl ring may be 
optionally substituted with 1 to 4 substituents which may be the same or different 
selected from -R^°, -(C(R^)2)sR^^ -CHO, 1 .3-dioxolane. -NO2, -CN, -CO2H, -CONH2, 
-C02R'°, -CONHR^°, -COR'°, -(C(R^)2)qOH, -(C(R*)2)qOR'°. -(C(R^)2)qNHR'°. 

-(C(R%)qJ, -(C(R^)2)qNH2, -(C(R^)2)rH, -G(C(R^)2)pOR^°, -G(C(R%)pR'^ and 

-G(C(R^)2)pOH; a bicyclic heteroaryl ring system having 8 to 20 atoms containing 1 to 
4 heteroatoms which may be the same or different selected from N, O and S wherein 
the bicyclic heteroaryl ring system may be optionally substituted with 1 to 4 
substituents which may be the same or different selected from -R^°, -(C(R®)2)sR^^, 

-CHO, 1, 3-dioxolane. -NO2, -CN, -CO2H, -CONH2. -C02R^°. -CONHR'°, -COR'°, 
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-(C(R^)2)qOH. -(C(R^)2)qOR^°. -(C(R^)2)qNHR^° -(C(R«)2)qJ. -(C(R^)2)qNH2, -(C(R^)2)rH. 

-G(C(R%)pOR'°, -G(C(R^)2)pR'^ and -G(C(R')2)pOH; 



R** is selected from -(C(R^)2)rH, optionally substituted with one or more of -R'°, 
-(C(R^)2)sR^^. -CHO. 1,3-dioxolane, -NO2, -CN, -CO2H, -CONH2. -COgR^", 

-CONHR'°, -COR'°. -(C(R')2)qOH. -(C(R%)qOR^°. -(C(R%)qNHR^°, -(C(R%)qJ, 
-(C(R')2)qNH2, -(C(R^)2).H, -G(C(R%)pOR^°, -G(C(R^)2)pR^^ and -G(C(R^)2)pOH; 
alkenyl of 2 to 6 carbon atoms, optionally substituted witli one or more of -R^°, 
-(C(R^)2)sR^^-CHO. 1 .3-dioxolane, -NO2, -CN, -CO2H, -CONH2, -COgR'", -CONHR^°, 

-COR^°, -(C(R^)2)qOH. -(C(R^)2)qOR^°. -(C(R^)2)qNHR^°. -(C(R^)2)qJ, -(C(R^)2)qNH2. 

-(C(R^)2)rH, -G(C(R^)2)pOR'°, -G(C(R^)2)pR'^ and -G(C(R^)2)pOH; alkynyl of 2 to 6 
carbon atoms, optionally substituted with one or more of -R""", -(C(R®)2)sR^^, -CHO, 
1,3-dioxolane. -NO2, -CN, -CO2H, -CONH2. -COaR^". -CONHR^°. -COR^°. 

-(C(R^)2)qOH, -(C{R^)2)qOR^°, -(C(R«)2)qNHR^°, -(C(R^)2)qJ. -(C(R«)2)qNH2, -(C(R^)2)rH. 

-G(C(R%)pOR^°. -G(C(R^)2)pR^^, and -G(C(R^)2)pOH; aryl of 6 to 12 carbon atoms 
optionally substituted with 1 to 4 substituents which may be the same or different 
selected from -R^°, -(C(R^)2)sR'^. -CHO, 1 .3-dioxolane, -NO2, -CN, -CO2H. -CONH2, 
-COgR'". -CONHR'° -COR'°. -(C(R%)qOH. -(C(R^)2)qOR'°, -(C(R*)2)qNHR'°, 

-(C(R^)2)qJ. -(C(R^)2)qNH2.-(C(R')2)rH. -G(C(R^)2)pOR^° -G(C(R^)2)pR'^ and 

-G(C(R^)2)pOH; a heteroaryl ring having 5 or 6 atoms containing 1 to 4 heteroatoms 
or particularly 1 or 2 heteroatoms which may be the same or different, selected from 
N, O and S wherein the heteroaryl ring may be optionally substituted with 1 to 4 
substituents which may be the same or different selected from -R^°, -(C(R^)2)sR^^. 

-CHO. 1. 3-dioxolane. -NO2. -CN, -CO2H. -CONH2, -COzR^". -CONHR^°, -COR^°, 

-(C(R^)2)qOH, -(C(R^)2)qOR^°, -(C(R%)qNHR'°, -(C(R%)qJ, -(C(R%)qNH2, -(C(R%),H, 

-G(C(R^)2)pOR'°, -G(C(R^)2)pR'^ and -G(C(R^)2)pOH; a bicyclic heteroaryl ring 
system having 8 to 20 atoms containing 1 to 4 heteroatoms which may be the same 
or different selected from N, O and S wherein the bicyclic heteroaryl ring system may 
be optionally substituted with 1 to 4 substituents which may be the same or different 
selected from -R^°, -(C(R^)2)sR'^, -CHO, 1,3-dioxolane, -NO2. -CN, -CO2H, -CONH2. 
-COaR'". -CONHR'°. -COR'°, -(C(R%)qOH, -(C(R%)qOR'°, -(C(R%)qNHR'°, 
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-(C(R%)qJ. -(C(R%)qNH2, -(C(R^)2),H, -G(C(R^)2)pOR^°, -G(C(R')2)pR'^ and 
-G(C(R%)pOH; 

R^ is a monovalent group independently selected from alkyi of 1 to 12 carbon atoms, 
preferred is 1 to 6 carbon atoms, alkenyl of 2 to 6 carbon atoms, and alkynyl of 2 to 
6 carbon atoms; 

R^ is a divalent group selected from alkyI of 1 to 6 carbon atoms, alkenyl of 2 to 6 
carbon atoms, and alkynyl of 2 to 6 carbon atoms; 

R^ is a divalent alkyI group of 2 to 6 carbon atoms; 

R° is a cycloalkyi ring of 3 to 10 carbon atoms that may optionally be substituted 
with one or more alkyI groups of 1 to 6 carbon atoms; aryl of 6 to 12 carbon atoms 
optionally substituted with 1 to 4 substituents which may be the same or different 
selected from -H,-aryl, -CH2aryl, -NHaryl, -Oaryl, -S(0)maryl, -J, -NO2, -NH2, -OH, 
-SH. -CN, -N3, -COOH, -CONH2, -NHC(0)NH2, -C(0)H, -CF3, -OCF3, -R^ -OR^ 
-NHR^ -Q, -S(0)mR^ -NHS02R^ -R", -OR", -NHR", -R^OH, -R®OR^ -R«NH2, 
-R^NHR^ -R^Q, -R^SH, -R^S(0)mR^ -NHR^OH, -NHR^OR^ -N(R^)R'OH,-R^R^^ 
-N(R^)R^OR=, -NHR^'NHg, -NHR^NHR^ -NHR'O, -N(R^)R^NH2, -N(R^)R''NHR^ 
-N(R=)R''Q, -OR^'OH, -OR'OR^. -OR^NH2, -OR'NHR^, -OR^Q, -OC(0)R^, -NHC(0)R^ 
-NHC(0)NHR^ -OR^C(0)R^ -NHR^C(0)R^ -C(0)R^ , -C(0)0R^ -C(0)NHR^ 

-C(0)Q, -R^C(0)H, -R^C(0)R^ -R^C(0)0H, -R^C(0)OR^ -R^C(0)NH2, -R^C(0)NHR^ 
-R^C(0)Q, -R^0C(0)R^ -R^0C(0)NH2, -R^0C(0)NHR^ and -R^0C(0)Q; a 
heteroaryl ring having 5 or 6 atoms containing 1 to 4 heteroatoms or particularly 1 or 
2 heteroatoms which may be the same or different, selected from N, O and S 
wherein the heteroaryl ring may be optionally substituted with 1 to 4 substituents 
which may be the same or different selected from -H, -aryl, -CH2aryl, -NHaryl, -Oaryl, 
-S(0)n,aryl, -J, -NO2, -NH2. -OH, -SH, -CN, -N3, -COOH, -CONH2, -NHC(0)NH2, 

-C(0)H, -CF3, -OCF3, -R^ -OR^ -NHR^ -Q, -S(0)mR^ -NHS02R^-R", -OR", 

-NHR", -R^OH, -R^OR^ -R^NH2, -R^NHR^ -R^Q, -R^SH, -R^S(0)mR^ -NHR^OH. 

-NHR^OR^ -N(R^)R^OH, -N(R^)R^OR^ -NHR^NHg, -NHR^NHR^ -NHR^Q, 

-N(R=)R^NH2, -N(R^)R^NHR^ -N(R=)R^Q, -OR^OH, -OR^OR^ -OR^NHa, -OR^NHR^ 
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-OR^Q, -OC(0)R^ -NHC(0)R^-R^R'^ -NHC(0)NHR^ -OR^C(0)R^ -NHR^C(0)R^ 

-C(0)R= , -C(0)OR^ -C(0)NHR^ -C(0)Q, -R^C(0)H,-R^C(0)R^-R^C(0)OH, 

-R^C(0)OR^ -R^C(0)NH2. -R^C(0)NHR^ -R^C(0)Q, -R^OC(0)R^ -R^OC(0)NH2. 

-R^OC(0)NHR^ and -R^OC(0)Q; a bicyclic heteroaryl ring system having 8 to 20 
atoms containing 1 to 4 lieteroatoms wliich may be the same or different selected 
from N, O and S wherein the bicyclic heteroaryl ring system may be optionally 
substituted with 1 to 4 substituents which may be the same or different selected from 
-H, -aryl, -CHaaryl, -NHaryl, -Oaryl, -S(0)„,aryl, -J, -NO2, -NH2, -OH, -SH, -CN, -N3, 
-COOH, -CONH2, -NHC{0)NH2, -C(0)H, -CF3, -OCF3, -R^ -0R^ -NHR^ -Q, 
-S(0)mR^ -NHS02R^-R^^ -0R^\ -NHR'\ -R^OH, -R^OR^ -R®NH2. -R^NHR^ -R^Q, 

-R^SH, .-R^R'^ -R^S(0)mR^ -NHR^OH, -NHR'OR^ -N(R^)R^OH. -N(R=)R^OR^ 
-NHR^NHa, -NHR^NHR=, -NHR^Q, -N(R^)R^NH2. -N(R^)R^NHR^ -N(R^)R^Q, -OR^OH, 
-OR^'OR^. -OR^NH2, -0R''NHR5, -OR^Q, -OC(0)R^ -NHC(0)R^ -NHC(0)NHR^ 
-OR^C(0)R^ -NHR^C(0)R^ -C(0)R^ , -C(0)OR^ -C(0)NHR^ -C(0)Q, -R^C(0)H. 
-R^C(0)R^ -R^C(0)OH, -R^C(0)OR^ -R^C(0)NH2, -R^C(0)NHR^ -R^C(0)Q. 
-R®OC(0)R^ -R^0C(0)NH2. - R^0C(0)NHR5 and -R^OC(0)Q; 



R^ is independently -H, -F or -R^; 

R^° is an alkyi group of 1 to 12 carbon atoms, preferred is 1 to 6 carbon atoms; 
R^' is a cycloalkyi group of 3 to10 carbon atoms; 



R^^is -N(0)n R'^R^"* or -N*(R^°R^3r^'*)J-; 

provided that when R^^is N(0)n R^^R^'' and n is 1 , R^^ or R^* are not H; 
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R^^ and R'* are independently selected from a group consisting of -H, -R^ -R^\ 
-(C(R%)<^ryl-R'^ -(C(R^)2)qheteroaryl-R'^ -(C(R^)2)qheteroGyclyl-R^^ -(C(R%)pOR'^ 
-(C(R^)2)pNR^^R^^ -(C(R%)pS(0)„,R^^ -(C(R%)pC02R^^ -(C(R^)2)pC(0)NHR^^and 

-(C(R^)2)pC(0)R'^; further provided that R^^ and R^" nnay optionally be taken together 
with the nitrogen to which they are attached forming a heterocyclyl, heteroaryl or 
bicyclyl heteroaryl ring optionally substituted on either nitrogen or carbon by one or 
more selected from the group, -R^, -R^\ -(C(R^)2)qarylR^^, -(C(R^)2)qheteroarylR^^, 
-(C(R^)2)qheterocyclylR'^ -(C(R^)2)qC02R'^-(C(R^)2)qC(0)NHR'^ and 

-(C(R^)2)qC(0)R^^; or optionally substituted on carbon by -F, -(C(R')2)qOR^^, 
-(C(R^)2)qNR'^R^'', and -(C(R^)2)qS(0)mR^^; or optionally substituted on nitrogen by 
-(C(R^)2)pOR^^ -(C(R%)pNR^«R^^ and -(C(R^)2)pS(0),nR^^; 



R^^ is independently selected from a group consisting of -H, -R^, -R", -(C(R^)2)qaryl, 
-(C(R^)2)qheteroaryl, -(C(R^)2)qheterocyclyl, -(C(R^)2)qOH, -(C(R^)2)qOR'°, 

-(C(R%)qNH2. -(C(R%)qNHR^°, -(C(R^)2)qR^°, -(C(R%)qS(0)^R^° -(C(R^)2)qC02R^°, 

-(C(R%)qCONHR'°, -(C(R%)qCONR'°R^o -(C(R')2)qCOR'°. -(C(R^)2)qC02H. and 

-(C(R«)2)qCONH2; 

R^^ and R'^ are independently selected from a group consisting of -H, -R^, -R", 
-(C(R^)2)qaryl. -(C(R^)2)qheteroaryl. -(C(R^)2)qheterocyclyl, -(C(R^)2)pOH, 
-(C(R')2)pOR^°, -(C(R%)pNH2, -(C(R')2)pNHR^°. -{C(R^)2)pNR^°R'°. 

-(C(R')2)pS(0)rnR'°.-{C(R')2)pC02R'°,-(C(R%)pCONHR^° -(C(R%)pCONR^°R^°. 
-(C(R^)2)pCOR'°, -(C(R^)2)pC02H, and -(C(R^)2)pCONH2; 

R18 js independently selected from the group consisting of -H, -aryl, -R^, -R®NH2, 
-R^NHR^ and -R®Q; 

provided that, the 6-DOsition is substituted wh e n T and Z aro carbon, A i s abeont, r i c 
0 and i o (C(R^ )a) fH. thon, 

a: — R ^is not unoubct i tutod thiophono, furan, th i azolo, i midazo l o, 1,2,3 triazo l o, 
1 ,2, 4- tr i azolo, totrazo le , pyr i d i ne, phenyl, a l konyl or a l kyny i ; or 
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b^ ^is not monocubct i tutod by R^, (C(R^ )g> qOH, or ■ (C(R ^)g>qQR ^ whon 
i s thiophone, furan, th i azol e , i m i dazo le , 1 ,2,3 - triazo l Q, 1 ,2,4 triazo l o, 
totrazolo or pyr i dino; and 

o. R'^and R'^aro not alkyi of 1 to 6 carbon atoms when R^ i s thioph e ne, 
furan, th i azolo, i m i dazo l o, 1 ,2,3 triazolo, 1 ,2,^ triazole, tetrazo l o or 
pyr i dino whon R^is substituted by (C(R^ )a>sR ^ and R^ is - NR^ R^i 

furth e r provid e d that, wh e n T and Z are carbon, A is abs e nt and R' ^ ' i s ph e ny l , th e n, 

a^-R ^is not subct i tutod by - NO^, - CN, CQ^H, CONH^ -CQaR^- 

■■ CONHR^ ^^€4R^)a> ^OH, (C(R" M^QR^HG(R')a>^NHR^r-(G(B^)a>^^ 

■ (C(R^ )2> qNH^ or unsubstitutod whon R^ i s thiophon e , furan, th i azo le , 
i m i dazo le , 1 ,2,3 - triazo le , 1 ,2, 4- tr i azol e , t e trazo l e or pyr i dine; and 

^T-R' ^and R'^ar e not ind e p e nd e ntly alky I of 1 to 3 carbon atom s wh e n R^ is 
thiophono, — furan, — th i azo le , — i midazo l o, — 1 ,2,3 - triazol e , — 1 ,2,4 - triazo l e, 
t e trazo le or pyridin e , wher ei n R'^i s s ubst i tut e d by - (C(R^ )2>eR' ^ and s i s 0 
and-R ^ i s - NR^ R^i 

add i t i ona l ly prov i d e d that, wh e n T and Z ar e carbon, th e n, 

a. carbon 8 is not substitut e d by - OH, - OR " ^, - SR"^, or - OR"^ wh e n carbon - 5 
is substituted by an imidazolo, oxazolo or th i azolo ring that is fused to a 6 - 
momborod ary l or hotoroaryl ring having 0 to 2 n i trogon atoms and whoroin 
th e fused bicyclic h e t e roary l ring is attached to carbon 5 of — Formu l a (I) v i a 
carbon 2 of tho i m i dazolo, oxazolo or th i azolo r i ng; and 

b. carbon 8 i s not substituted by - OH, - QR"^, - SR"^, or - OR"^ when X is - O - 
and carbon - 5 i s substitut e d by aryl or hetoroaryl; 

further provided that when either T or Z arc N, then R^^is absent; or a 
pharmaceutically acceptable salt thereof. 
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142. (Currently Amended) A method of treating or inhibiting the progression of 
restenosis in a mammal in need thereof which comprises providing to said 
mammal an effective amount of a PDGFr kinase inhibitor of Formula (I), having 
the structure 



wherein: 

X is -NH-, -NR^-, -0-. or -S(0)m-; 
n is an integer of 0 or 1 ; 
m is an integer of 0 to 2; 
q is an integer of 0 to 5; 
p Is an integer of 2 to 5; 
s is an integer of 0 to 5; 
r is an integer of 0 to 5; 
J is halogen; 
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A is -IC(H\\-. -CfO)-. -CfOHCf Rn^y-. -(C(R%)r C(0)-. -cvcloalkvl- or ic aboont ; 

T is N C and Z aro e ach ind e p e ndent l y is carbon N. provided that botli T and Z are 
not simultaneously N: 

is so l octod from a oyo l oa ll <yl ring of 3 to 10 carbon atoms, opt i ona ll y subst i tuted 
w i th on e or moro i nd e p e ndently sel e ct e d a l ky i groups of 1 to 6 carbon atoms; ary l of 
6 to 12 carbon atoms optional l y subst i tut e d with 1 to 4 sub s titu e nts wh i ch may b e the 
sam e or d i ff e rent i nd e p e nd e nt l y s e l e cted from - H, - J, - NOa, - NHa, - OH, - SH, - CN, - N^, 

■ COOH, CONH^, NHC(0)NH^. C(0)H, CF^, OCF^. R^ ^— QR ^ - NHR^ ,— Qv 

-S(Q)mft ^ MHSOJ ^V-R ^OH, R^ QR^— R ^NH^. R^ NHR^T-f^^Qr-R ^SH, . R^ S^OhfiS 
-NHR ^OH, -NHR^ QR^H^^^Pt 'OH, ■ N(R^ )R^QR ^ NHR^NH^. ■ NHR' NHR ^ - NHR^ Qy 
-N4R^)R ^NH^, N(R^ )R^NMR^,-N4B^)R ^Q, OR^OH, OR^ QR^,-QR ^NH^, - OR^ NHRS 
-QR ^Q, ■ OC(0)R^ NHC(0)R^ NHC(0)NHR^ ,-QR ^C(0)R^ NHR^C(0)R^ C(0)R^ 
, ■ C(0)OR^ ■ C(0)NHR^ C(0)Q, R^C(0)H,- -R ^C(0)R^ 7-R ^C(0)0H. R^C(0)0RS 

-R ^C(0)NH^, R^C(0)MHR^ 7-R ^C(0)Q, - R^0C(0)R^ ^ ^0C(0)NH^ -R ^0C(Q)NHRS 
-R ^OC(0)Q and YR^ groups wh e r ei n Y i s i nd e p e nd e ntly s e l e cted from - C(0) - , 
■ C(0)Q - , QC(Q) . C(0)NH , NHC(O) % NHSO^ . SO^NH . C(QH)H-, ■0(C(R^ )3)^-t 

-S(Q)^4G(RX -. NH(C(RV q-,-*^'^4G(RVq^-(e(RVq-He4RVqQ-T 

-(^Vq^^ " ' (C(RVq'^''' ' (C(RV q^ ^ ■ ' Q"*^ ^^^"^ CH-CH and 
cycloalkyi of 3 to 1 0 carbon atoms; 

a heteroaryl ring having §-ef 6 atoms containing 1 to -4--3 heteroatoms . 1 of which is 
NL or particularly 1 or 2 heteroatoms which may be the same or different, selected 
from N, O and S wherein the heteroaryl ring may be optionally substituted with 1 to 4 
substituents which may be the same or different selected from -H, -J, -NO2, -NH2, 

-OH, -SH, -CN, -N3, -COOH, -CONH2, -NHC(0)NH2, -C(0)H, -CF3, -OCF3, -R^ -OR^ 
-NHR^ -Q, -S(0)mR^, -NHS02R^ -R^OH. -R^OR^ -R^NH2. -R^NHR^, -R^Q. -R^SH. 
-R^S(0)n,R^, -NHR^OH, -NHR'OR^ -N(R=)R^OH, -N(R=)R'OR^ -NHR^NHs, 
-NHR^NHR^ -NHR^Q, -N(R^)R^NH2. -N(R^)R'NHR^ -N(R^)R'Q, -OR^OH, -R^OR^, 

-OR^NHz, -OR^NHR^ -OR^Q. -OC(0)R^ -NHC(0)R^ -NHC(0)NHR^ -R^C(0)R^ 
-NHR^C(0)R^ -C(0)R^ , -C(0)0R^ -C(0)NHR^ -C(0)Q, -R^C(0)H, -R^C(0)R^ 
-R^C(0)OH, -R®C(0)OR^ -R^C(0)NH2, -R^C(0)NHR^ -R^C(0)Q, -R^0C(0)R^ 
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-R®0C(0)NH2. - R^OC(0)NHR^ -R^OC(0)Q and YR^ groups wherein Y is 
independently selected from -C(0)-. -C(0)0-, -0C(0)-, -C(0)NH-, -NHC(O)-. 

-NHSO2-, -SO2NH-, -C(OH)H-, -0(C(R9)2)^-. -S{OUC{R%)^-. -NH{C{R%)c^, 
-NR^°(C(R9)2)q-, -(C(R9)2)q-. -(C(R%)qO-. -(CCR^qSPW. -(C(R9)2)qNH-, 
-(C(R9)2)qNR^°-, -C=C-, cis and trans -CH=CH- and cycloalkyi of 3 to 10 carbon 
atoms; 

a b i cyo l ic hatoroary l ring system hav i ng 8 to 20 atoms conta i ning 1 to 4 h e toroatoms 
which may bo the came or d i fforont s e loctod from N, O and S wh e r e in th e bicyclic 
hotoroaryl ring syst e m may bo optional l y eubstitutod w i th 1 to 4 cubstituonto which 
may b e th e sam e or d i ff e r e nt s ele ct e d from - H, - J, - NOg, - NH3, - OH, - SH, - CN, - N^ t 
COOH, CONH^, MHC(0)NH^, — C(0)H. CF^, OCF^, — QR ^ NHR^ ,— Qt 
-S(Q»B>ft ^ - NHSO^RV -R ^QH. R^ QR^^ ^NH^, ■ R^ NHR^^^QH=t ^SH, R^ S(Q)mft% 

-Wtft ^OH, . NHR^ OR^y-N^R^^R ^OH. M(R^ )R'QR ^ - NHR^NH^, NHR^ MHR ^ - NHR^ Q, 
-N(R^)R ^NH2. - N(R^ )R'NHR^,-N4R^)R ^Q, - OR^OH, OR' QR^.;-QR ^NHj, - OR^ NHB^ 

-QR ^Q, ■ OC(0)R^ ■ NHC(0)R^. - NHC(0)NHR^ ,-GR ^C(0)R^, NHR^C(0)R^ - C(0)R^ 
, ■ C(0)OR^ C(0)NHR^ - C(0)Q, ■ R^C(0)H. -B ^C(0)R^ r-R ^C(0)OHr -R ^C(0)OR^ T 

-R ^C(Q)NH^. ■ R^C(Q)NHRV -^^ C(Q)Q, - R^QC(0)RV -R ^0C(0)MH^, R^0C(0)NHRS 

-B ^OC(0)Q and YR^ groups whero i n Y is ind e p e nd e ntly s ele otod from - C(0) - , 

■C(0)0 . 0C(0) , C(0)NH . MHC(O) , NHSO;. , SO^NH , C(OH)H . O(C(R0 )a) ^ 
-S(0)m<€(R»)a>, -. NH(C(RV ^r-NR^(G(RVqT-(G(RVq-HG(BVqQ-^ 

-(^(RV^^^ m ■ (C(RVqNH , (C(RV €^^ ^ ■ CsC , o/o and trano CH-CH and 
cycloalkyi of 3 to 10 carbon atoms; and a mo i oty of tho formu l a 
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E i o NH . NR^ , O , S(OU . C(0) . CH^ . CHR^ . or CR^ R^-f 

Q is -NR^R^ and further provided tliat when each R^ is independently selected from 
alkyi and alkenyl, R^R^ may optionally be taken together with the nitrogen atom to 
which they are attached forming a heterocyclyl ring of 3 to 8 atoms, optionally 
containing 1 or 2 additional heteroatoms which may be the same or different selected 
from N, O and S; 

R^i-B*^r-R%"B^-aR€l-R* ^ ar e e ach, independ e nt l y e ele ctod from - H, - J, - NO^. - NHa y 
OH. SH. CN. M^. COOH, CONH^, NHC(0)NH^, C(0)H, CF^. OCF^, R^ r-QRS 
-NHR ^ - Q, ■ S(OU B ^ - NHSO^RV -R ^OH. R^ QR^— R ^NH^, -R^ NHR^r^^Qr-R^SHr 

-R^S(Q)B.R ^ - NHR^OH, ■ NHR^ QR^r-M(R yOH, - NCR^ ^R^QR^r-MHR^NH^r 

44HR^M4R ^ NHR^Q, N(RyNH^, N(R^ )R^NHR^r-N4Ry€h-OR''OH,-QR'QR^ 

-QR ^NH^, OR^ NHR^,-QR ^Q, OC(0)R^ NHC(0)R^ ■ NHC(0)MHR^ r-QR^G(Q)R\ 

-NHR^G(Q)R ^, ■ C(0)R^ , ■ C(0)OR^, ■ C(0)NHR^ - 0(0)0, R^ C4Q)Ht-R^€40)R^ 

-R^G^Q)OHy--R ^C(0)ORV -R ^C(0)NH^, R^C(0)NHRV -R ^C(0)Q, R^ QC(Q)RS 

-R ^OC(0)NH^ -R ^OC(0)NHR^ ary l , CH^aryl, NHaryl, Oaryl. S(0)« >afyh-R^T 

-QR ^. NHR^ -aftd---R ^OC(0)Q; R^^, and R^^ are each, independently selected 
from -H, -aryl, -CHsaryl, -Oaryl, -S(0)r„aryl, -J, -NO2, -OH, -SH, -CN, -N3, -COOH, 

-CONH2, -NHC(0)NH2, -C(0)H. -CF3, -OCF3, -R^ -OR^ -S(0)^R^ -NHS02R^ -R'\ 
-OR^\ -R^OH, -R®OR^, -R^SH, -R^S(0)mR^-OR^OH, -OR'OR^ -OC(0)R^ 

-NHC(0)R^ -NHC(0)NHR^ -OR^C(0)R^ -NHR^C(0)R^ -C(0)R^ , -C(0)OR^ 

-C(0)NHR^ -C(0)Q, -R^C(0)H, -R^C(0)R^ -R^C(0)OH, -R^C(0)OR^ -R^C(0)NH2, 
-R^C(0)NHR^ -R^C(0)Q, -R^OC(0)R=, -R^0C(0)NH2, -R^OC(0)NHR^ -R«OC(0)Q, 
-G-(C(R9)2)p-R1^-(C(RVq-R^^ 
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R^^ CONH(CH2)r- 



y 0(CH2)r- 



,18 



-CONH(CH2)r 



(R^«)2N 



^ NH(CH2)r- 



NH(CH2)r • 



\ NH(CH2)r- 



O 



>18 




,18 



CONH(CH2)r - ^ 
and 



,18 



18 



R 



18 




S02NH(CH2)r 



>18 



G is -NH-, -NR10-, -O- or -S(OW; 

is selected from alkenyl of 2 to 6 carbon atoms, optionally substituted with one or 
more of -R^^ -(C(R%)sR^^ -CHO, 1 ,3-dioxolane, -NO2, -CN, -CO2H, -CONH2. 
-COsR'^, -CONHR'°. -COR'^ -(C(R%)pOH, -(C(R^)2)qOR'°.-(C(R®)2)qNHR^°, 
-(C(R%)qJ, -(C(R%)cNH2, -(C(R^)2)rH, -G(C(R%)pOR^^ .G(C(R%)pR^^ and 
-G(C(R®)2)pOH; alkynyl of 2 to 6 carbon atoms, optionally substituted with one or 
more of -R^°, -(C(R^)2)sR^^ -CHO, 1 ,3-dioxolane, -NO2, -CN, -CO2H, -CONH2. 
-COgR'^ -CONHR'^ -COR'°, -(C(R^)2)qOH, -(C(R^)2)qOR'°, -(C(R%)qNHR'°, 
.(C(R^)2)qJ, -(C(R^)2)qNH2, -(C(R%)rH, -G(C(R^)2)pOR^^ -G(C(R^)2)pR^^ and 
-G(C(R®)2)pOH; aryl of 6 to 12 carbon atoms optionally substituted with 1 to 4 
substituents which may be the same or different selected from -R^°, -(C(R®)2)sR^^, 
-CHO, 1,3-dioxolane, -NO2. -CN, -CO2H, -CONH2, -C02R'^ -CONHR'°, -COR'^ 

.(C(R^)2)qOH, -(C(R^)2)qOR^°, -(C(R^)2)qNHR^°, -(C(R^)2)qJ, -{C(R^)2)qNH2. -(C(R^)2)rH, 

-G(C(R^)2)pOR^°, -G(C(R®)2)pR'^ and -G(C(R^)2)pOH; a heteroaryl ring having 5 or 6 
atoms containing 1 to 4 heteroatoms or particularly 1 or 2 heteroatoms which may be 
the same or different, selected from N, O and S where the heteroaryl ring may be 
optionally substituted with 1 to 4 substituents which may be the same or different 
selected from -R^°, -(C(R®)2)sR'^ -CHO, 1,3-dioxolane, -NO2, -CN, -CO2H, -CONH2, 
-C02R'°. -CONHR'°, -COR'°, -(C(R%)qOH, -(C(R^)2)qOR'° -(C(R%)qNHR'^ 

-(C(R^)2)qJ, -(C(R^)2)qNH2, -(C(R^)2)rH, -G(C(R^)2)pOR^^ -G(C(R^)2)pR^', and 

-G(C(R®)2)pOH; a bicyclic heteroaryl ring system having 8 to 20 atoms containing 1 to 
4 heteroatoms which may be the same or different selected from N, O and S wherein 
the bicyclic heteroaryl ring system may be optionally substituted with 1 to 4 
substituents which may be the same or different selected from -R^° -(C(R%)sR^^, 



-CHO, 1,3-dioxolane, -NO2, -CN, -CO2H, -CONH2.-CO2R'''. -CONHR'°, -COR'°, 



77 



AM100169 D2 



-(C(R%)qOH. -(C(R%)qOR^°. -(C(R%)qNHR^°. -(C(R^)2)qJ. -(C(R')2)c,NH2, -(C(R^)2)rH. 
-G(C(R^)2)pOR'°, -G(C(R^)2)pR'^ and -G(C(R%)pOH; 



R* is selected from -(C(R^)2)rH, optionally substituted with one or more of -R^°, 
-{C(R^)2)sR^^ -CHO. 1,3-dioxolane, -NO2. -CN.-COaH, -CONH2. -COaR^". 

-CONHR^°, -COR'°, -(C(R^)2)qOH, -(C(R^)2)qOR^°. -(C(R^)2)<,NHR^°, -(C(R^)2)qJ. 
-(C(R%)qNH2, -(C(R«)2)rH. -G(C(R^)2)pOR^°. -G{C(R^)2)pR'^ and -G(C(R^)2)pOH; 
alkenyl of 2 to 6 carbon atoms, optionally substituted with one or more of -R^°, 
-(C(R^)2)sR'^-CHO, 1 ,3-dioxolane, -NO2. -CN, -CO2H, -CONH2, -C02R^°, -CONHR^°. 
-COR^°. -(C(R^)2)c,OH. -(C(R^)2)qOR^°. -(C(R«)2)qNHR^° -(C(R%)qJ, -(C(R%)c,NH2. 

-(C(R%)rH. -G(C(R^)2)pOR'°, -G(C(R^)2)pR'^ and -G(C(R^)2)pOH; alkynyl of 2 to 6 
carbon atoms, optionally substituted with one or more of -R^°, -(C(R®)2)sR^^, -CHO, 
1 ,3-dioxolane, -NO2, -CN, -CO2H, -CONH2, -C02R'°. -CONHR'°, -COR'°, 

-(C(R«)2)qOH. -(C(R^)2)c,OR^°. -(C(R%)qNHR^° -(C(R%)qJ, -(C(R^)2)qNH2. -(C(R«)2)rH, 

-G(C(R%)pOR'°, -G(C(R^)2)pR'^ and -G(C{R%)pOH; aryl of 6 to 12 carbon atoms 
optionally substituted with 1 to 4 substituents which may be the same or different 
selected from -R^°, -(C(R^)2)sR^^, -CHO. 1 .3-dioxolane, -NO2, -CN, -CO2H. -CONH2. 
-CO2R'*'. -CONHR'°, -COR'°, -(C(R%)qOH. -(C(R')2)qOR'° -(C(R^)2)qNHR'°, 

-(C(R^)2)qJ, -(C(R^)2)qNH2.-(C(R%)rH. -G(C(R^)2)pOR'°, -G(C(R^)2)pR'^ and 

-G(C(R^)2)pOH; a heteroaryl ring having 5 or 6 atoms containing 1 to 4 heteroatoms 
or particularly 1 or 2 heteroatoms which may be the same or different, selected from 
N, O and S wherein the heteroaryl ring may be optionally substituted with 1 to 4 
substituents which may be the same or different selected from -R^°, -(C(R^)2)sR^^, 

-CHO, 1. 3-dioxolane. -NO2. -CN. -CO2H, -CONH2. -COgR'". -CONHR'^ -COR'°. 

-(C(R%)qOH, -(C(R%)qOR^°. -(C(R%)qNHR^° -(C(R^)2)qJ. -(C(R^)2)qNH2, -(C(R%),H, 

-G(C(R^)2)pOR'°, -G{C(R%)pR'^ and -G(C(R%)pOH; a bicyclic heteroaryl ring 
system having 8 to 20 atoms containing 1 to 4 heteroatoms which may be the same 
or different selected from N, O and S wherein the bicyclic heteroaryl ring system may 
be optionally substituted with 1 to 4 substituents which may be the same or different 
selected from -R^°, -(C(R^)2)sR^^, -CHO, 1 ,3-dioxolane, -NO2, -CN, -CO2H, -CONH2. 
-C02R'° -CONHR'°, -COR'°, -(C(R^)2)qOH, -(C(R%)qOR^°, -(C(R^)2)qNHR^'', 
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-(C(R^)2)qJ, -(C(R^)2)qNH2, -{C{R%)M. -G(C(R')2)pOR^°, -G(C(R«)2)pR'^ and 
-G(C(R^)2)pOH; 

R^ is a monovalent group independently selected from all<yl of 1 to 12 carbon atoms, 
preferred Is 1 to 6 carbon atoms, alkenyl of 2 to 6 carbon atoms, and alkynyl of 2 to 
6 carbon atoms; 

R® is a divalent group selected from alkyi of 1 to 6 carbon atoms, alkenyl of 2 to 6 
carbon atoms, and alkynyl of 2 to 6 carbon atoms; 

R^ is a divalent alkyI group of 2 to 6 carbon atoms; 

R° is a cycloalkyi ring of 3 to 10 carbon atoms that may optionally be substituted 
with one or more alkyI groups of 1 to 6 carbon atoms; aryl of 6 to 12 carbon atoms 
optionally substituted with 1 to 4 substituents which may be the same or different 
selected from -H,-aryl, -CH2aryl, -NHaryl, -Oaryl, -S(0)n,aryl, -J, -NO2, -NH2, -OH, 
-SH. -CN, -N3, -COOH, -CONH2, -NHC(0)NH2, -C(0)H, -CF3. -OCF3, -R^ -OR^ 
-NHR^ -Q, -S(0)^,R^ -NHS02R^ -R", -OR", -NHR", -R^OH, -R^OR^ -R^NHg, 
-R^NHR^ -R^Q, -R^SH, -R^S(0)mR^ -NHR^'OH, -NHR^OR^, -N(R=)R^OH,-R^R^^ 
-N(R^)R''OR^ -NHR'^NH2, -NHR''NHR^ -NHR^Q, -N(R5)R^NH2, -N(R=)R^NHR^ 
-N(R^)R^Q, -OR^OH, -OR^OR^ -OR^NH2. -OR''NHR^ -OR^Q, -OC(0)R^ -NHC(0)R^ 
-NHC(0)NHR^ -OR^C(0)R^ -NHR^C(0)R^ -C(0)R^ , -C(0)OR^ -C(0)NHR=, 

-C(0)Q, -R^G(0)H, -R^C(0)R^ -R^C(0)0H. -R^C(0)0R^ -R^C(0)NH2, -R^C(0)NHR^ 
-R^C(0)Q, -R^0C(0)R^ -R^0C(0)NH2, -R^0C(0)NHR^ and -R^0C(0)Q; a 
heteroaryl ring having 5 or 6 atoms containing 1 to 4 heteroatoms or particularly 1 or 
2 heteroatoms which may be the same or different, selected from N, O and S 
wherein the heteroaryl ring may be optionally substituted with 1 to 4 substituents 
which may be the same or different selected from -H, -aryl, -CHaaryl, -NHaryl, -Oaryl, 
-S(0)n,aryl, -J, -NO2, -NH2, -OH, -SH, -CN, -N3, -COOH, -CONH2, -NHC(0)NH2, 

-C(0)H, -CF3, -OCF3. -R^ -OR^ -NHR=, -Q, -S(0)mR^ -NHS02R^-R". -OR". 

-NHR", -R^OH, -R^OR=, -R^NH2, -R^NHR^, -R^Q. -R^SH. -R^S(0)n,R^, -NHR^'OH. 

-NHR^OR^ -N(R=)R^OH, -N(R^)R'OR^ -NHR''NH2, -NHR'NHR^ -NHR^Q, 

-N(R^)R'^NH2, -N(R=)R^NHR=, -N(R=)R''Q. -OR^OH. -OR'OR^, -OR^NH2. -OR'^NHR^ 
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-OR^Q, -OC(0)R^. -NHC(0)R^-R^R^2^ -NHC(0)NHR=, -OR^C(0)R^ -NHR^C(0)R^ 

-C(0)R^ , -C(0)OR^ -C(0)NHR^ -C(0)Q, -R^C(0)H.-R^C(0)R^-R^C(0)OH, 

-R®C(0)OR=. -R®C(0)NH2, -R^C(0)NHR^ -R®C(0)Q, -R^OC(0)R^ -R®0C(0)NH2. 

-R^OC(0)NHR^ and -R^OC(0)Q; a bicyclic heteroaryl ring systenn having 8 to 20 
atoms containing 1 to 4 hieteroatoms whicli may be the same or different selected 
from N, O and S wherein the bicyclic heteroaryl ring system may be optionally 
substituted with 1 to 4 substituents which may be the same or different selected from 
-H, -aryl, -CHaaryl. -NHaryl, -Oaryl, -S(0)maryl, -J, -NO2, -NH2, -OH, -SH, -CN, -N3, 
-COOH, -CONH2, -NHC(0)NH2, -C(0)H, -CF3, -OCF3, -R^ -OR^ -NHR^ -Q, 
-S(0)mR^ -NHS02R^-R'^ -OR", -NHR", -R^OH. -R®OR^ -R^NH2, -R^NHR^ -R^Q, 

-R^SH, ,-R^R^^ -R^S(0)mR^ -NHR^OH, -NHR''OR^ -N(R^)R^OH, -N(R^)R''OR^ 
-NHR^NHa, -NHR^NHR^ -NHR^Q, -N(R^)R^NH2, -N(R^)R^NHR^ -N(R^)R^Q, -OR^OH, 
-OR^OR^ -OR^NH2, -OR''NHR^ -OR^Q, -OC(0)R^ -NHC(0)R^ -NHC(0)NHR^ 
-OR^C(0)R^ -NHR®C(0)R^ -C(0)R= , -C(0)OR^ -C(0)NHR^ -C(0)Q, -R^C(0)H, 
-R^C(0)R^ -R^C(0)OH, -R^C(0)OR^ -R^C(0)NH2, -R^C(0)NHR^ -R^C(0)Q, 
-R^OC(0)R^ -R^0C(0)NH2, - R^OC(0)NHR= and -R^OC(0)Q; 



R^ is independently -H, -F or -R^; 

R^° is an alkyi group of 1 to 12 carbon atoms, preferred is 1 to 6 carbon atoms; 
R" is a cycloalkyi group of 3 to10 carbon atoms; 



R'2 is -N(0)n R^^R^'* or -N*(R'°R^^R^'* )J-; 

provided that when R^^is N(0)n R^^R^"^ and n is 1 , R'^' or R^* are not H; 
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R^^ and R^^ are independently selected from a group consisting of -H, -R^ -R", 
-(C(R^)2)qaryl-R'^ -(C(R^)2)qheteroaryl-R^^ -(C(R^)2)qheterocyclyl-R'^ -(C(R%)pOR'^ 
-(C(R%)pNR^«R^^ -(C(R%)pS(0)„,R^^ -(C(R^)2)pC02R^^ -(C(R%)pC(0)NHR^«and 

-(C(R®)2)pC(0)R^^; further provided that R^^ and R^"* may optionally be taken together 
with the nitrogen to which they are attached forming a heterocyclyl, heteroaryl or 
bicyclyl heteroaryl ring optionally substituted on either nitrogen or carbon by one or 
more selected from the group, -R^, -R^\ -(C(R^)2)qarylR^^, -(C(R^)2)qheteroarylR'^, 
-(C(R%)qheterocyclylR'^ -(C(R^)2)qC02R'^-(C(R^)2)qC(0)NHR^^ and 

-(C(R^)2)qC(0)R^^; or optionally substituted on carbon by -F. -(C(R^)2)qOR^^, 
-(C(R^)2)qNR^^R^^, and -(C(R^)2)qS(0)niR^^; or optionally substituted on nitrogen by 
-(C(R^)2)pOR^^ -(C(R^)2)pNR^^R^^ and -(C(R^)2)pS(0),„R^^; 



R^^ is independently selected from a group consisting of -H, -R^, -R", -(C(R%)qaryl, 
-(C(R^)2)qheteroaryl, -(C(R^)2)qheterocyclyl. -(C(R^)2)qOH, -(C{R^)2)qOR'°, 

-(C(R^)2)qNH2. -(C(R%)qNHR^°. -(C(R%)qR'°, -(C(R^)2)qS(0),„R^°, -(C(R^)2)qC02R^°, 

-(C(R^)2)qCONHR'°. -(C(R%)qCONR'°R'°, -(C(R^)2)qCOR'°, -(C(R%)qC02H, and 
-(C(R^)2)qCONH2: 

R^^ and R^^ are independently selected from a group consisting of -H, -R^, -R^\ 
-(C(R^)2)qaryl, -(C(R^)2)qheteroaryl. -(C(R^)2)qheterocyclyl, -(C(R^)2)pOH, 
-(C(R^)2)pOR^°, -(C(R^)2)pNH2, -(C(R%)pNHR^°, -(C(R^)2)pNR^°R^°, 

-(C(R^)2)pS(0)n,R^°,-(C(R^)2)pC02R'°-(C(R^)2)pCONHR^°. -(C(R%)pCONR^°R'°. 
-(C(R^)2)pCOR'°, -(C(R^)2)pC02H. and -(C(R^)2)pCONH2; 

R18 is independently selected from the group consisting of -H, -aryl, -R^, -R®NH2. 
-R^NHR^ and -R^Q; 

provided that, the 6-position is substituted whon T and Z ar e carbon, A i s abcont, r is 
0 and R^ io (C(R^ )a) fH, thon, 

a. — R^ is not unsubstitutod th i ophono, furan, thiazol e , i midazole, 1 .2,3 - triazo l o. 
1 ,2, 4- triazolo, totrazo l o, pyrid i ne, phenyl, alkony l or a l kyny l ; or 
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b^ ^ i s not monosubstitutod by R^, - (C(R^ )^ qOH, or ■ (C(R^ )2)qQR^-wt:>eB 
is thiophene, furan, thiazo l o, i m i dazo l o, 1 ,2,3 - tr i azole, 1,2, 4 triazo l o, 
totrazo le or pyrid i no; and 

0. R'^and R'^ar e not a l ky i of 1 to 6 carbon atoms whon R^is thiophono, 
furan, thiazo l o, i m i dazolo, 1 ,2,3 - triazol e , 1 ,2,4 - tr i azol e , t e trazo le or 
pyridino whon R^is subctitutod by (C(R^ )3)^B ^ and R^ is - NR^ B^i 

furth e r prov i ded that, whon T and Z ar e carbon, A is abs e nt and R'^ ls ph e nyl, th e n, 

ar—R' ^ic not subctitutod by NO^, CN, COaH, - CONH^ -^GQaB'^T 

■ CONHR^ ^4e(^^)a» ^OH, - (C(R^ )a>^QR^r(G(R^)^^NHR^^^G(R^)a>^J^ 

- (C(R^ )8) qNH^ or unsubst i tutod whon R^ i s thiophono, furan, th i azo l o, 
i m i dazo le , 1 ,2,3 - tr i azo l e, 1 ,2, 4- triazo l o, tetrazolo or pyr i din e ; and 

b^' ^and R'^aro not i ndepend e nt l y a l ky I of 1 to 3 carbon atoms wh e n R^ is 
th i ophono, — furan, — thiazo l o, — i midazo l o, — 1 ,2,3 - tr i azo l o, — 1 ,2, 4 tr i azo l o, 
t e trazo l o or pyr i d i no, wh e r e in R' ^ ' i s substitut e d by - (C(R^ )3>6B' ^ and s is 0 
aRd-R ^ i s - NR^ R^i 

additionally provided that, when T and Z are carbon, thon, 

a. carbon - 8 is not sub s t i tut e d by - OH, - OR"^, - SR"^, or - OR"^ wh e n carbon - 5 
i s subst i tut e d by an i midazolo, oxazo l o or thiazolo ring that i s fucod to a 6 
momborod aryl or hotoroaryl r i ng having 0 to 2 nitrogen atoms and whoro i n 
the fusod bioyo l io hotoroaryl r i ng i s attach e d to carbon - 5 of Formula ( I ) via 
carbon - 2 of tho i m i dazolo, oxazo l o or thiazolo r i ng; and 

b. carbon - 8 i s not substitut e d by - OH, - OR"^, - SR"^, or - OR"^ whon X i s - O 
and carbon - 5 is substitut e d by aryl or hotoroary l ; 

further provided that whon oithor T or Z aro N, thon R^^c absent; or a 
pharmaceutically acceptable salt thereof. 

143. (Currently Amended) A method of treating, inhibiting or eradicating 
autoimmune diseases which include rheumatoid arthritis, sepsis and transplant 
rejection in a mammal in need thereof which comprises providing to said 
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mammal an effective amount of a Zap-70 or Lck kinase inhibitor of Formula (I), 
having the structure: 



X is -NH-, -NR^-, or -S(OW; 
n is an integer of 0 or 1 ; 
m is an integer of 0 to 2; 
q is an integer of 0 to 5; 
p is an integer of 2 to 5; 
s is an integer of 0 to 5; 
r is an integer of 0 to 5; 
J is halogen; 

A is -(C(R%V. -C(0)-. -C(0)(C(R^)gVr-. -(C(R^)^). CfO)-. -<:vclQalkvl- or is aboont ; 

T is N C and Z aro oaoh i ndopondont l y is carbon N. provided that both T and Z are 
not simultaneouslv N: 

R^ is Goloctod from a oycloa l ky l ring of 3 to 10 carbon atoms, opt i onal l y subst i tuted 
w i th ono or moro independ e nt l y s ele cted a l ky! groups of 1 to 6 carbon atoms; ary l of 





wherein: 
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6 to 12 carbon atoms opt i ona l ly subst i tut e d w i th 1 to " 1 substitu e nts which may b e th e 
s am e or d i fforont ind e pendently s e l e ct e d from - H, - J, - NOg, - NHa, - OH, - SH, - CN, - Na r 
■ COOH, CONH^, - NHC(0)NH^, C(0)H, CF^, OCF^, R^ ,— QR ^ NHF^ ,— €K 

-NHR ^OH, NHR^ OR^H^ yOH, ■ N(R^ )R^OR ^ NHR^NH^, ■ NHR^ N^4R ^ - NHR^ Qt 
-N(R^)R ^NH^. N(R^ )R^NHR^r-N(R^)R 'Q. OR^OH, OR^ QR^,-QR ^NH^, - QR^ NHR^ 
-QR ^Q, OC(0)R^ NHC(0)R^ NHC(0)NHR^ ,-QR ^C(0)R ^ , NHR^C(0)R^ C(0)R^ 
, ■ C(0)OR^ - C(0)NHR^ - 0(0)0, R^C(0)H,- -R ^C(0)R^ r-R ^C(0)OH, R^C(0)0RS 

-R ^C(0)NHa, -R^C(0)NHR^ ^ ^C(0)Q, ■ R ^ OC(0)R ^r-ft^ OC(0)MH^ -R ^OC(0)NHR\ 
-R ^OC(0)Q and YR^ groups wh e r ei n Y i s i nd e p e nd e nt l y sele ct e d from — C(0)-, 
- C(0)0 - , - QC(0) , C(0)NH - , - NHC(O) . NHSO^ , SO^NH , ■ C(OH)H , 0{C{R^ ^^-; 

-S<Q)^(C(RX -. ■ NH(C(RV c7^'^^Vq-He(RVq-HO(^V^o-r 

-(€(R»)g)^S(Q)n , , (C(R» )3)q NH-, (C(R» )3>qNR ^ , C=C , c/c and franc CH=CH and 
cyoloalky i of 3 to 1 0 carbon atoms; 

a heteroaryl ring having S-of 6 atoms containing 1 to -4- 3 heteroatom s. 1 of which is 
tL or particularly 1 or 2 heteroatoms which may be the same or different, selected 
from N, O and S wherein the heteroaryl ring may be optionally substituted with 1 to 4 
substituents which may be the same or different selected from -H, -J, -NO2, -NH2, 

-OH, -SH, -CN, -N3, -COOH, -CONH2, -NHC(0)NH2, -C(0)H, -CF3, -OCF3, -R^ -0R^ 
-NHR^ -Q, -S(0)mR^ -NHS02R^ -R^OH, -R^OR^ -R^NHg, -R^NHR^ -R^Q, -R^SH, 
-R^S(0)mR^ -NHR^OH, -NHR^OR^ -N(R5)R^0H, -N(R=)R^OR^ -NHR^NHa. 
-NHR^NHR^ -NHR^Q, -N(R^)R^NH2, -N(R^)R^NHR^ -N(R=)R^O, -OR^OH, -R'OR^ 

-OR'NHs, -OR''NHR^ -OR^O, -OC(0)R^ -NHC(0)R^ -NHC(0)NHR^ -R^C(0)R^ 
-NHR^C(0)R^ -C(0)R^ , -C(0)OR^ -C(0)NHR^ -C(0)0, -R^C(0)H, -R^C(0)R^ 
-R^C(0)OH, -R^C(0)OR^ -R^C(0)NH2, -R^C(0)NHR^ -R^C(0)Q, -R^OC(0)R^ 

-R^0C(0)NH2, - R^OC(0)NHR^, -R^OC(0)Q and YR« groups wherein Y is 
independently selected from -C(0)-, -C(0)0-, -0C(0)-, -C(0)NH-, -NHC(O)-, 

-NHS02-. -SO2NH-. -C(OH)H-, -0(C(R9)2)^-, -S(OUC{R%)^-. -NH(C(R9)2)q-, 
-NR'°(C(R9)2)q-. -(C(R9)2)q-. -(C(R9)2)qO-. -(C(R9)2)qS(0)„,-. -(C(R9)2)qNH-. 
-(C(R9)2)qNR^°-, -C=C-, cis and trans -CH=CH- and cycloalkyi of 3 to 10 carbon 
atoms; 
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a b i oyo li c h e t e roary l r i ng syst e m hav i ng 8 to 20 atoms containing 1 to ^1 h e teroatoms 
wh i ch may bo tho sam e or d i ff e r e nt s el ect e d from N, O and S wh e rein th e bioyo ii o 
hotoroary l ring oyot e m may be opt i ona l ly sub s t i tut e d w i th 1 to 'I sub s titu e nts wh i ch 
may b e th e samo or diff e r e nt s e loctod from - H, - J, - NOa, - NH^, - OH, - SH, - CN, - N^ 
COOH, CONH^, NHC(0)NH^. C(0)H, CF^. OCF^, R^ OR^ NHR^ t— Or 
-S(0)m tf . - NHSOJ ^V-R ^OH. R^ OB^^ ^NH^, R^ NHR^r-R^€h-^ ^SH. R^ S(Q)m^S 

-NHB ^QH, NHR' QR ^ - NlRyOH. N(Ry QB ^ - NHR^NH^. NHR^ NHR ^ NHR^ Q^ 
-N(R yNH^, ■ N(R^ )R^NMR^7-N4B^)B ^Q, ■ OR'OH, OR^ QR^r-GB^ NH^, - OR^ NHR^ 

-QR ^Q, ■ OC(0)R^ NHC(0)R^ - NHC(0)NHR^ ,-QR ^C(0)R^ ■ NHR^C(0)R^ - C(0)R^ 
, ■ C(0)OR^ C(0)NHR^ - 0(0)0, R^C(0)H,- -R^C(Q>R^r-R ^C(0)OH,- -R ^C(0)ORS 

-R ^C(0)NH^. R^C(0)NHRV -B ^C(0)Q, R^0C(0)RV -R ^0C(0)NH^. ■ R^0C(0)NHR^ - 

-R ^OC(0)Q and YR^ group s wh e r ei n Y i s i nd e p e nd e nt l y sele ct e d from - C(0) - , 

■ C(0)Q , 0C(0) . C(0)NH . , - NHCCO) , NHSO,. , - SOaNH - . ■C(OH)H - , 0(C(R» )8>^-7 
-S(0)^4G(R^)^^ -, NH(C(RV ^T-MB^(G(BVq^-(G4RVq-HG(BV€tQ-^ 

-(QftV ^S(OU - , (C(R» )3> ^NH , (C(R« )a>^NR ^ . C=C-. c/c and tranc CH=CH and 
oyo l oa l ky i of 3 to 10 carbon atoms; and a mo i oty of th e formula 



E i o NH , NR^ , O , S(0)^ . C(0) , OH,. , CHR^ or CR^ R^-t 

Q is -NR^R^ and further provided that when each R^ is independently selected from 
alkyi and alkenyl, R^R^ may optionally be taken together with the nitrogen atom to 
which they are attached forming a heterocyclyl ring of 3 to 8 atoms, optionally 
containing 1 or 2 additional heteroatoms which may be the same or different selected 
from N, O and S; 
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^4a_^4a_^4c -^4 4 g , ^^ p4« g ^^ Q e ach, i ndopondontly s ele ct e d from - H, - J, - NOa, - NHg, 
OH, SH. CN. N^, COOH. CONH^, NHC(0)NH^, C(0)H, CF^, - OCF^, - R^ — QR^ 
-NHR ^ - Q, - S(0)^ B ^ - NHSO^ V-B ^QH, - R^ QR^^ ^NHa, . R^ NHB^T-Pt^Gh-R^SHr 

-R^S^m^^ ^ - NHR'OH. NHR' QR ^ N(RyOH, N(Ry QR ^ NHR^ NHg 

-NHR^NHR ^ MHR'Q, N(R^ )R ^NHa. ■ N(R^ )B'NHR^7-N(R^)R ^Q. OR'OH, OR' QR^ 

-QR ^NHa, - OR^ NHR^^-QR 'Q, OC(0)R^ NHC(0)R^ NHC(0)NHR^ i-QR ^C(0)R^ 

-NHR ^C(0)R^ C(0)R^ , ■ C(0)OR^ C(0)MHR^, 0(0)0, R^C(0)H,- -R ^C(0)R^ 

-R ^C(0)0H,- -R ^C(0)0RV -B ^C(0)NH^, R^C(0)NHRV -B ^C(0)Q, R^0C(0)RS 

-R ^OC(0)NH;B --^R ^OC(0)NHR^ ary l . CH^aryl, NHaryl, Oary l . S(0)^aryl, R^ ^ 

-QR" ^. NHR' ^-af>d---R ^0C(0)0; R^^ R^^ and R^", are each, independently selected 
from -H, -aryl, -CHaaryl, -Oaryl, -S(0)maryl. -J, -NO2, -OH, -SH, -CN, -N3, -COOH, 

-CONH2, -NHC(0)NH2, -C(0)H. -CF3. -OCF3, -R=, -OR^ -S(0)^,R^ -NHS02R^ -R'\ 
-OR", -R^OH, -R^OR^ -R^SH, -R^S(0)mR^,-OR'OH, -OR^OR^ -OC(0)R^ 

-NHC(0)R^ -NHC(0)NHR^ -OR^C(0)R^ -NHR^C(0)R^ -C(0)R^ , -C(0)OR^ 

-C(0)NHR^ -C(0)Q. -R^C(0)H, -R^C(0)R^ -R^C(0)OH, -R^C(0)OR^ -R^C(0)NH2, 
-R^C(0)NHR^ -R^C(0)Q, -R^OC(0)R^ -R^0C(0)NH2, -R^OC(0)NHR^ -R^OC(0)Q, 
-G-(C(R9)2)p-Ri2 .(C(R9)2VRi2, 

r18 cONH(CH2)r- ^= CONH(CH2)r- 

(R^°)2N (R^°)2N (R^°)2N 




-0(CH2)r- ^ NH(CH2)r- ^ NH(CH2)r- 

O' ' O ' S 

R'°0 R'\. .CONH(CH2)r- S02NH(CH2) 




h NH(CH2)r- ^"^1 

G is -NH-, -NR10-, -O- or -S(0)m-: 

R^ is selected from alkenyl of 2 to 6 carbon atoms, optionally substituted with one or 
more of -R'°. -(C(R^)2)sR'^ -CHO, 1 ,3-dioxolane, -NO2, -CN, -CO2H, -CONH2. 
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-C02R'°. -CONHR'°, -COR'°. -(C(R%)qOH. -(C(R^)2)qOR'^-(C(R')2)qNHR''', 
-(C(R^)2)c,J. -(C{R«)2)<,NH2. -(C(R^)2)rH, -G(C(R«)2)pOR'°, -G(C(R^)2)pR'^ and 
-G(C(R^)2)pOH; alkynyl of 2 to 6 carbon atoms, optionally substituted with one or 
more of -R^°. -(C(R®)2)sR^^. -CHO. 1 ,3-dioxolane, -NO2, -CN, -CO2H, -CONH2, 
-COzR'", -CONHR'°. -COR'°, -(C(R%)qOH, -(C(R^)2)qOR'°, -(C(R%)qNHR'°, 
-(C(R%)qJ, -(C(R«)2)qNH2. -(C(R^)2),H, -G(C(R«)2)pOR^°. -G(C(R^)2)pR'^ and 
-G(C(R^)2)pOH; aryl of 6 to 12 carbon atoms optionally substituted with 1 to 4 
substituents which may be the same or different selected from -R^°, -(C(R^)2)sR^^. 
-CHO, 1 ,3-dioxolane, -NO2. -CN, -CO2H, -CONH2. -COzR^", -CONHR'°, -COR'°, 

-(C(R^)2)qOH. -(C(R^)2)qOR^°, -(C(R^)2)qNHR^°. -(C(R^)2)qJ, -(C(R«)2)qNH2, -(C(R%)rH, 

-G(C(R^)2)pOR^°. -G(C(R^)2)pR^^ and -G(C(R^)2)pOH; a heteroaryl ring having 5 or 6 
atoms containing 1 to 4 heteroatoms or particularly 1 or 2 heteroatoms which may be 
the same or different, selected from N, O and S where the heteroaryl ring may be 
optionally substituted with 1 to 4 substituents which may be the same or different 
selected from -R^°, -(C(R%)sR^^ -CHO. 1 ,3-dioxolane. -NO2, -CN, -CO2H, -CONH2. 
-C02R'°, -CONHR'°, -COR'°, -(C(R%)qOH, -(C(R%)qOR'^ -(C(R^)2)qNHR'°, 

-(C(R^)2)qJ, -(C(R^)2)qNH2, -(C(R^)2)rH, -G(C(R^)2)pOR^°, -G(C(R^)2)pR^^ and 

-G(C(R^)2)pOH: a bicyclic heteroaryl ring system having 8 to 20 atoms containing 1 to 
4 heteroatoms which may be the same or different selected from N, O and S wherein 
the bicyclic heteroaryl ring system may be optionally substituted with 1 to 4 
substituents which may be the same or different selected from -R^°, -(C(R^)2)sR^^, 

-CHO, 1,3-dioxolane, -NO2, -CN, -CO2H, -CONH2, -C02R^°. -CONHR'°. -COR'°. 

-(C(R^)2)qOH, -(C(R^)2)qOR^°, -(C(R^)2)qNHR^°. -(C(R^)2)qJ, -(C(R^)2)qNH2, -(C(R%)rH, 

-G(C(R')2)pOR^°, -G(C(R%)pR^^ and -G(C(R')2)pOH; 

R" is selected from -(C(R®)2)rH, optionally substituted with one or more of -R^°, 
-(C(R%)sR^^ -CHO, 1 .3-dioxolane, -NO2. -CN, -CO2H, -CONH2. -C02R'°, 

-CONHR^°. -COR^°. -(C(R%)qOH. -{C(R')2)qOR'°. -(C(R^)2)qNHR'°, -(C(R%)qJ, 
-(C(R^)2)qNH2. -(C(R%),H. -G(C(R^)2)pOR^°, -G(C(R«)2)pR'^ and -G(C(R^)2)pOH; 
alkenyl of 2 to 6 carbon atoms, optionally substituted with one or more of -R^°, 
-(C(R^)2)sR'^-CHO, 1,3-dioxolane, -NO2, -CN, -CO2H, -CONH2. -C02R'°. -CONHR'°. 

-COR^°. -(C(R^)2)qOH. -(C(R«)2)qOR^°, -(C(R%)qNHR^^ -(C(R«)2)qJ, -(C(R^)2)qNH2. 
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-(C(R^)2)rH, -G(C(R^)2)pOR^°, -G(C(R%)pR'2, and -G(C(R^)2)pOH; alkynyl of 2 to 6 
carbon atoms, optionally substituted with one or more of -R^°, -(C(R^)2)sR^^. -CHO, 
1.3-dioxolane, -NO2, -CN. -CO2H, -CONH2. -COgR'". -CONHR^°. -COR^°, 

-(C(R^)2)qOH, -(C(R%)qOR^° -(C(R^)2)qNHR^°, -(C(R%)qJ, -(C(R^)2)c,NH2, -(C(R%)rH, 

-G(C(R^)2)pOR'°, -G(C(R^)2)pR'^ and -G(C(R^)2)pOH; aryl of 6 to 12 carbon atoms 
optionally substituted with 1 to 4 substituents which may be the same or different 
selected from -R^°, -(C(R^)2)sR'^ -CHO, 1 ,3-dioxolane, -NO2, -CN, -CO2H, -CONH2. 
-C02R'°, -CONHR'°, -COR'°, -(C(R%)qOH, -(C(R^)2)qOR'°, -(C(R%)qNHR'° 

-{C{R%)^, -(C(R^)2)qNH2.-(C(R%)rH, -G(C(R«)2)pOR^°, -G(C(R%)pR^^ and 

-G(C(R^)2)pOH; a heteroaryl ring having 5 or 6 atoms containing 1 to 4 heteroatoms 
or particularly 1 or 2 heteroatoms which may be the same or different, selected from 
N, O and S wherein the heteroaryl ring may be optionally substituted with 1 to 4 
substituents which may be the same or different selected from -R^°, -(C(R^)2)sR^^, 

-CHO, 1,3-dioxolane, -NO2, -CN, -CO2H, -CONH2.-C02R'° -CONHR'°, -COR'°, 

-(C(R%)qOH. -(C(R^)2)qOR^°, -(C{R%)qNHR^°, -(C(R^)2)<,J. -(C(R%)qNH2. -(C(R^)2)rH. 
-G(C(R^)2)pOR^°. -G(C(R%)pR^^ and -G(C(R^)2)pOH; a bicycllc heteroaryl ring 
system having 8 to 20 atoms containing 1 to 4 heteroatoms which may be the same 
or different selected from N, O and S wherein the bicycllc heteroaryl ring system may 
be optionally substituted with 1 to 4 substituents which may be the same or different 
selected from -R'°, -(C(R^)2)sR^^ -CHO, 1,3-dioxolane. -NO2, -CN. -CO2H, -CONH2. 
-C02R'°, -CONHR'°. -COR'°, -(C(R%)qOH, -(C(R^)2)qOR'°, -(C(R%)qNHR'°, 

-(C(R')2)qJ, -(C(R^)2)qNH2. -(C(R^)2)rH. -G(C(R^)2)pOR^°, -G(C(R^)2)pR^'. and 

-G(C(R')2)pOH: 

R® is a monovalent group independently selected from alkyi of 1 to 12 carbon atoms, 
preferred is 1 to 6 carbon atoms, alkenyl of 2 to 6 carbon atoms, and alkynyl of 2 to 
6 carbon atoms; 

R^ is a divalent group selected from alky! of 1 to 6 carbon atoms, alkenyl of 2 to 6 
carbon atoms, and alkynyl of 2 to 6 carbon atoms; 

R^ is a divalent alkyI group of 2 to 6 carbon atoms; 
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R is a cycloalkyi ring of 3 to 10 carbon atoms that may optionally be substituted 
witli one or more alky! groups of 1 to 6 carbon atoms; aryl of 6 to 12 carbon atoms 
optionally substituted with 1 to 4 substituents which may be the same or different 
selected from -H.-^aryl, -CHaaryl, -NHaryl, -Oaryl, -S(0)maryl, -J, -NO2, -NH2, -OH, 
-SH. -CN, -N3. -COOH, -CONH2, -NHC(0)NH2, -C(0)H, -CF3, -OCF3, -R=, -OR^ 
-NHR^, -Q. -S(0)mR^ -NHS02R^ -R", -OR", -NHR", -R^OH, -R^OR^ -R^NHg. 
-R®NHR=, -R^Q, -R^SH, -R^S(0)n,R^. -NHR^OH, -NHR^OR^ -N(R^)R''OH,-R^R^2, 
-N(R^)R''OR^, -NHR^'NHa, -NHR^NHR^ -NHR^Q, -N(R^)R^NH2, -N(R^)R^NHR=, 
-N(R5)R'Q, -OR^OH, -OR^OR^ -OR^NHa. -OR^NHR^ -OR^Q, -OC(0)R=, -NHC(0)R^ 
-NHC(0)NHR^ -OR^C(0)R^ -NHR^C(0)R^ -C(0)R^ , -C(0)OR^ -C(0)NHR=, 

-C(0)Q, -R^C(0)H, -R^C(0)R^ -R^C(0)OH, -R^C(0)OR^ -R^C{0)NH2, -R^C(0)NHR^ 
-R^C(0)Q, -R^0C(0)R^ -R^0C(0)NH2, -R^OC(0)NHR^ and -R^0C(0)Q; a 
heteroaryl ring having 5 or 6 atoms containing 1 to 4 heteroatoms or particularly 1 or 
2 heteroatoms which may be the same or different, selected from N, O and S 
wherein the heteroaryl ring may be optionally substituted with 1 to 4 substituents 
which may be the same or different selected from -H, -aryl, -CHaaryl, -NHaryl, -Oaryl, 
-S(0)maryl, -J, -NO2, -NH2, -OH, -SH, -CN, -N3, -COOH, -CONH2, -NHC(0)NH2, 

-C(0)H, -CF3, -OCF3, -R^ -OR^ -NHR^ -Q, -S(0)mR^ -NHS02R^-R", -OR", 

-NHR", -R^OH, -R^OR^ -R^NHg, -R^NHR^ -R^Q, -R^SH. -R^S(0)mR^ -NHR^OH, 

-NHR^OR^ -N(R^)R^OH, -N(R^)R^OR^ -NHR^NH2, -NHR^NHR^ -NHR^Q, 

-N(R^)R^NH2. -N(R^)R'^NHR^ -N(R5)R''Q, -0R''0H, -OR'OR^ -OR^NH2, -OR^NHR^, 

-OR^Q, -OC(0)R^ -NHC(0)R^-R^R'^, -NHC(0)NHR^ -OR^C(0)R^ -NHR^C(0)R=, 

-C(0)R= , -C(0)OR^ -C(0)NHR^ -C(0)Q, -R^C(0)H,-R®C(0)R^-R^C(0)OH, 

-R^C(0)OR^ -R^C(0)NH2. -R^C(0)NHR^ -R^C(0)Q, -R^OC(0)R^ -R^0C(0)NH2, 

-R®0C(0)NHR^ and -R^OC(0)Q; a bicyclic heteroaryl ring system having 8 to 20 
atoms containing 1 to 4 heteroatoms which may be the same or different selected 
from N, O and S wherein the bicyclic heteroaryl ring system may be optionally 
substituted with 1 to 4 substituents which may be the same or different selected from 
-H, -aryl, -CH2aryl, -NHaryl, -Oaryl, -S(0)maryl, -J, -NO2. -NH2, -OH, -SH, -CN, -N3, 
-COOH, -CONH2, -NHC(0)NH2, -C(0)H, -CF3, -OCF3, -R^ -OR^ -NHR^ -Q. 
-S(0)mR^ -NHS02R^ -R", -OR". -NHR", -R^OH, -R^OR^ -R^NH2, -R^NHR^ -R^Q, 
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-R^SH, ,-R^R'^ -R^S(0)mR^ -NHR^OH. -NHR'OR^ -N(R=)R^OH, -N(R=)R^OR=, 
-NHR^NHz. -NHR^NHR^ -NHR^Q, -N(R=)R^NH2. -N(R^)R'NHR^ -N(R=)R'Q. -OR^'OH, 
-OR''OR^ -OR^NHg, -OR^NHR^ -OR^Q, -OC(0)R^ -NHC(0)R^, -NHC(0)NHR^ 
-OR^C(0)R^ -NHR^C(0)R^ -C(0)R= . -C(0)OR^ -C(0)NHR^ -C(0)Q, -R^C(0)H. 
-R^C(0)R^ -R^C(0)OH, -R^C(0)OR=, -R^C(0)NH2, -R^C(0)NHR^ -R«C(0)Q, 
-R^OC(0)R^ -R^0C(0)NH2. -R^OC(0)NHR* and -R^OC(0)Q; 



R^ is independently -H, -F or -R^; 



R^° is an alkyi group of 1 to 12 carbon atoms, preferred is 1 to 6 carbon atoms; 



R" is a cycloall<yl group of 3 to10 carbon atoms; 



R'^is -N(0)n R'^R'^ or -N*(R'°R'3r'^)J-; 

provided that when R^^is N(0)n R^^R^'' and n is 1, R^^ or R^'' are not H; 



R^^ and R^^ are independently selected from a group consisting of -H, -R^, -R", 
-(C(R%)qaryl-R'^ -(C(R^)2)qheteroaryl-R'^ -(C(R^)2)qheterocyclyl-R'^ -(C(R^)2)pOR'^ 
-(C(R^)2)pNR^^R^^ -(C(R«)2)pS(0)„R'^ -(C(R%)pC02R^^ -(C(R^)2)pC(0)NHR^^and 

-(C(R^)2)pC(0)R^^; further provided that R^^ and R^" may optionally be taken together 
with the nitrogen to which they are attached forming a heterocyclyl, heteroaryl or 
bicyclyl heteroaryl ring optionally substituted on either nitrogen or carbon by one or 
more selected from the group, -R^, -R^\ -(C(R^)2)qarylR^^, -(C(R®)2)qheteroarylR^^, 
-(C(R^)2)qheterocyclylR'^ -(C(R%)qC02R'^-(C(R^)2)qC(0)NHR'^ and 

-(C(R^)2)qC(0)R^^; or optionally substituted on carbon by -F, -(C(R^)2)qOR^^, 
-(C(R^)2)qNR^®R^^, and -(C(R^)2)qS(0)mR^^; or optionally substituted on nitrogen by 
-(C(R^)2)pOR^^ -(C(R^)2)pNR^^R^^ and -(C(R')2)pS(0)n,R^^ 
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R^^ is independently selected fronn a group consisting of -H, -R^, -R^\ -(C(R^)2)qaryl, 

-(C(R^)2)qheteroaryl. -(C(R')2)qheterocyclyl, -(C(R')2)qOH. -(C(R^)2)qOR'°, 

-(C(R^)2)qNH2, -(C(R%)qNHR^°. -(C(R^)2)qR^°. -(C(R^)2)qS(0)„,R^°. -(C(R")2)qC02R^°. 

-(C(R%)qCONHR'°. -(C(R%)qCONR'°R'°. -(C(R')2)qCOR'°, -(C(R%)qC02H, and 
-(C(R^)2)qCONH2: 

R^^ and R^^ are independently selected from a group consisting of -H, -R^ -R", 
-(C(R^)2)qaryl. -(C(R^)2)qheteroaryl. -(C(R^)2)qheterocyclyl, -(C(R^)2)pOH. 
-(C(R')2)pOR^° -(C(R^)2)pNH2. -(C(R^)2)pNHR^°, -(C(R^)2)pNR^°R^°, 

-(C(R%)pS(0),„R^°,-(C(R%)pC02R'°,-(C(R%)pC0NHR^°, -(C(R^)2)pCONR^°R'° 
-(C(R%)pCOR'°, -(C(R^)2)pC02H, and -(C(R^)2)pCONH2; 

is independently selected from the group consisting of -H, -aryl, -R^, -R^NH2, 
-R^NHR^ and -R^Q; 

provided that, the 6-position is substituted wh e n T and Z ar e oarbon, A is abs e nt, r i s 
0 and R^ i c (C(R%)^, thon, 

— R ^ i s not unsubst i tut e d thioph e no, furan, thiazolo, im i dazo le , 1 ,2,3 - tr i azo l o. 
1 ,2,4 - triazo le , t e trazol e , pyr i d i n e , ph e ny l , alk e ny l or a l kynyl; or 

br-R ^ic not monoeubst i tutod by R^, (C(R^ )3>q OH. or ■ (C(R^ )g)qOR* ^ wh e n 
Pr^ I s th i opheno, furan, th i azo l o, i midazo l e, 1,2,3 tr i azo le , 1,2, 4 triazolo, 
t e trazol e or pyrid i ne; and 

0. R'^and R'^ar e not a l ky i of 1 to 6 oarbon atoms when R*~ i s th i ophono, 
furan, th i azo le , i m i dazo le , 1 .2,3 - tr i azolo, 1 ,2, 4- triazole, tetrazo l e or 
pyr i dine whon R^s subst i tuted by (C(R^ )^6fi ^ and R" * ^ i o NR' ^^R'^i 

furth e r provided that, when T and Z ar e oarbon, A io abs e nt and R^'ie phenyl, thon, 

a^-R' ^ i o not oubot i tutod by NO^, CN, CO,.H, CONH;., COaR' ^T 

CONHR^ ,-(G(R»)a> qOH. (C(R^ )a>^^He(R^)g>qNHR"^r-(G(R^)^y^Of 

■ (C(R° )g) qNHii or unoubotitutod when R^ i o thiopheno, furan, th i azo l e, 
i m i dazo le , 1 ,2,3 - triazo l o, 1 ,2, 4 tr i azol e , t e trazolo or pyridine; and 
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bz-R'^ ^and R'^are not indopondont l y alky i of 1 to 3 carbon atomc whon R^ 46 
thiophono, — furan, — th i azol e , — i m i dazole, — 1 ,2,3 - triazolo, — 1 ,2, 4- tr i azo le , 
t e trazolo or pyridin e , whoroin R^is substituted by ' {C{R^ ^^R ^ and s i s 0 
af^d-R ^ i s - NR^ R^i 

add i t i ona ll y provided that, when T and Z ar e carbon, then, 

a. carbon 8 is not substituted by - OH, - OR"^, - SR"^, or - OR"^ wh e n carbon - 6 
i s substituted by an i midazolo, oxazol e or th i azolo ring that is fused to a 6 
memborod ary l or heteroary l ring hav i ng 0 to 2 nitrog e n atoms and whoro i n 
th e fus e d b i cyclic het e roary l ring i s attached to oarbon - 5 of Formula ( I ) v i a 
carbon - 2 of the i m i dazolo, oxazo l o or thiazolo r i ng; and 

b. carbon 8 is not substituted by - OH, OR" ^ , - SR"^, or - OR"^ when X is - Q - 
and carbon - 5 is subst i tut e d by ary l or h e t e roaryl; 

further prov i ded that wh e n either T or Z are N, th e n R^^is abs e nt; or a 
pharmaceutically acceptable salt thereof. 

144. (Currently Amended) A method of treating, inhibiting or eradicating viral 
infections in a mammal in need thereof which comprises providing to said mammal 
an effective amount of a UL-97 kinase inhibitor of Formula (I), having the structure 




1 
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wherein: 

X is -NH-, -NR^-, -0-, or -S(0)m-; 
n is an integer of 0 or 1 ; 
m is an integer of 0 to 2; 
q is an integer of 0 to 5; 
p is an integer of 2 to 5; 
s is an integer of 0 to 5; 
r is an integer of 0 to 5; 
J is lialogen; 

A is ■(C(R^)g)r-. -C(0)-, -C(0)(C(R^)A-. -(C(R^)p)r C(0)-, -cvcloalkvl- or is abcont : 

T is N C and Z ar e e ach i ndep e ndontly is carbon N, provided that both T and Z are 
not simultaneously N: 

R^ is s ele ct e d from a cyc l oa ll <y l ring of 3 to 10 carbon atoms, opt i onal l y sub s t i tut e d 
w i th on e or more i ndepondont l y s ele ct e d alky i groups of 1 to 6 carbon atoms; ary l of 
6 to 1 2 carbon atoms opt i ona l ly subst i tut e d with 1 to 4 subst i tu e ntc which may b e th e 
same or difforont IndopondGnt l y selected from - H, - J, - NOg, - NHg, - OH, SH, - CN, - N^ 

- COOH, CONH^, NHC(0)NH^, C(0)H, CF^, OCF^, r ^— OR ^^ - NHR^ ^^ 

-S(Q>^R ^ NHSOg RV-R^ OH, R^ QR^^ ^NH;. , - R^ nHR^t-R^Qt-R^ SH, R ^S(Q)^tfT 
■NHR ^OH, NHR^ OR^r-N(^y OH, N(Ry QR ^ NHR^NH^, ■ NHR^ Nm ^ NHR^ Qr 
-N(R yNH^, N(R yNHR ^ N(R^ )R ^Q, OR^OH, OR^ QR^r-OR^ MH^, OR ^NHR^ 
-QR ^Q, OC(0)R^ NHC(0)R^, NHC(Q)NHR^ r-QR ^C(0)R^ NHR^C(0)R^ C(0)R^ 
, C(0)QR^ - C(0)NHR^ C(0)Q, R^C(Q)H,' >R ^C(0)R^ ^ ^C(0)OH, R^C(0)OR^ 

-R ^C(0)NH^, - R^C(0)NHR^ 7--R ^C(0)Q, R^OC(0)R^ r^ ^OC(0)NH;^ -R ^OC(0)NHR^ 
-R ^OC(0)Q and YR^ groups wherein Y is i ndopondont l y s e l e cted from — C(Q) , 
C(0)0 , 0C(0) , C(0)NH , NHC(O) , NHSO^ , SO^NH , C(OH)H , 0(C(R^ )g) ^ 

-(G(RV€>^(Q> m , (C(R% > ^NH - , (C(R» )3)^NB ^ , CsC . cic and trane CH^CH and 
oyoloalky i of 3 to 10 carbon atoms; 
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a heteroaryl ring having §-©f 6 atoms containing 1 to -4- 3 heteroatom s. 1 of which is 
or particularly 1 or 2 heteroatoms which may be the same or different, selected 
from N, O and S wherein the heteroaryl ring may be optionally substituted with 1 to 4 
substituents which may be the same or different selected from -H, -J, -NO2, -NH2, 

-OH. -SH, -CN, -N3. -COOH, -CONH2. -NHC(0)NH2, -C(0)H, -CF3. -OCF3, -R^ -OR^ 
-NHR^ -Q, -S(0),„R^ -NHS02R^ -R^OH, -R^OR^ -R^NHa, -R^NHR^ -R^Q, -R^SH, 
-R^S(0)mR^ -NHR^'OH, -NHR^OR^ -N(R^)R^OH, -N(R^)R'OR^ -NHR^NHa, 
-NHR^NHR^ -NHR^Q, -N(R^)R^NH2, -N(R=)R^NHR^ -N(R^)R^Q. -OR^OH, -R^OR=, 

-OR^NHz. -OR''NHR=, -OR^Q, -OC(0)R=, -NHC(0)R^ -NHC(0)NHR^ -R^C(0)R^ 
-NHR^C(0)R^ -C(0)R= . -C(0)OR^ -C(0)NHR^ -C(0)Q, -R^C(0)H. -R^C(0)R^ 
-R^C(0)OH. -R^C(0)OR^ -R®C(0)NH2, -R^C(0)NHR^ -R^C(0)Q, -R®OC(0)R^ 

-R®0C(0)NH2, - R^OC(0)NHR^ -R^OC(0)Q and YR^ groups wherein Y is 
independently selected from -C(0)-, -C(0)0-. -0C(0)-, -C(0)NH-, -NHC(O)-, 

-NHSO2-, -SO2NH-, -C(OH)H-, -0(C(R9)2)q-. -S(0)n,(C(R9)2)q-, -NH(C(R9)2)q-, 
-NR^°(C(R9)2)q-. -(C(R9)2)q-, -{C(R%)cp-, -(C(R9)2)qS(0)^-, -(C(R9)2)qNH-, 
-(C(R9)2)qNR^°-, -C=C-, cis and trans -CH=CH- and cycloalkyi of 3 to 10 carbon 
atoms; 

a b i cyo l ic h e t e roary l ring syst e m hav i ng 8 to 20 atoms conta i n i ng 1 to ^ h e t e roatoms 
wh i ch may bo tho same or difforont oo l ootod from N, O and S whoroin the bioyo li o 
h e teroaryl r i ng system may b e optiona ll y subst i tuted with 1 to 4 substituontc wh i ch 
may b e th e same or d i fforont s e l e ct e d from - H, - J, - NO;^, NH^, - OH, - SH, - CN. N3 7 
COOH, CONH^. MHC(0)NH^, C(0)H, CF^, OCF^, R^, OR^ NHR^ t— Or 
-S(Q>,^R ^ NHSOi,RV -R ^OH. R^ QR^^ ^NH^, R^ NHR^r-R^QT-B ^SH, R^ S(Q>m^\ 

-NHB 'OH, NHR^ QR^^-N^R^^ 'OH. N(R^ >R^QR^r-NHR 'NH^, NHR^ NHR^r-NHR'Or 
-N(R^)R ^NH.., N(R^ )R''NI4R^r-N4R^>R ^Q, OR^OH, QR^ QR^^-QR ^NH.., - OR^ NHRS 

-QR ^Q. OC(0)R^ NHC(0)R^ NHC(0)NHR^ r-GR ^C(0)R^, NHR^C(0)R^ C(0)R^ 
, C(0)OR^, C(0)NHR^ C(0)Q, R^C(0)H,- -R ^C(0)R^ r-ft ^C(0)OH,- -R ^C(0)ORS 

-R ^C(0)NH^, R^C(0)NHRV -R ^C(Q)Q. R^0C(0)RV -B ^0C(0)NH... R^0C(0)NHR^ 

-R ^OG(0)Q and YR^ groups wher ei n Y i o indopondont l y so l ootod from C(0) , 
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■ C(0)0 - , - 00(0) , C(0)NH , NHC(O) , NHSO^ , SO^NH , C(OH)H , 0(C(R» )8» 

-^€(R»j3»^S(Q)B > . (C(Rg )3 ^NH - , . {C(R» )^^Pm ^ - , - 0=0; c/c and trane ■ CH=CH - and 
oyoloa l kyi of 3 to 10 carbon atoms; and a moioty of tho formu l a 



Eis - NH - , NR^ , O, S(OU - , C(0) , CH^ , CHR^ - or - CR^ fi^ 

Q is -NR^R^ and further provided that when each R^ is independently selected from 
alky! and alkenyl, R^R^ may optionally be taken together with the nitrogen atom to 
which they are attached forming a heterocyclyl ring of 3 to 8 atoms, optionally 
containing 1 or 2 additional heteroatoms which may be the same or different selected 
from N, O and S; 

^4a_^4te_^4€_-^4 ^ and R"^ aro each, indopondontly co l octod from H, J. NO^, MH^ 
OH. SH, CN. N^, COOH. CONH;., NHC(Q)NH^, C(0)H. CF^, OCF^. R^ ^-ORS 
-NHR ^ Q. S(OU R ^ NHSO;.RV -a ^OH. R^ QR^— R ^NH^, R^ NHR^r-^^Q^^SHy 

-R^S(Q>n,R ^. NHR^OH, NHR' OR^r-N{R yOH. N(Ry OR ^, NHR^ NHar 

4#4R^NHR ^ NHR^ Qr-N(R^)R 'NH^, N(R^ )R^NHR^r-N(R^)R^Qr-QR^QH,-QR'QRS 

-QR 'NH^, OR' NHR^r-OR 'Q. OC(0)R^ NHC(0)R^, NHC(0)NHR^ 7-OR^e<Q)R^ 

-NHR ^C(0)R^, C(0)R^ . C(0)OR^ ■ C(0)NHR^ C(0)Q, R^C(0)H,- -R^G(Q)R^ 

-R ^C(0)0H,- -R ^C(0)0RV -R ^C(0)NH^. R^C(0)NHRV -B ^C(0)Q, R^0C(0)R^ 

-R ^0C(0)NH2 ^-^R^ 0C(0)NHR^ aryl. CH^aryl. NHaryl. Oaryl. S(0)mary l . R^ t 

-GR ^, NHR" ^-and---R ^OC(0)Q; R^, R^", and R^, are each, independently selected 
from -H. -aryl. -CHaaryl, -Oaryl. -S(0)maryl. -J. -NO2, -OH. -SH, -CN. -N3, -COOH. 




R 



1e 
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-CONH2, -NHC(0)NH2. -C(0)H, -CF3, -OCF3, -R^, -OR^ -S(0)mR^ -NHS02R^ -R", 
-OR'\ -R^OH, -R^OR^ -R^SH. -R^S(0)„,R^-OR^OH, -OR^OR^ -OC(0)R^ 

-NHC(0)R^ -NHC(0)NHR^ -OR^C(0)R^ -NHR^C(0)R^ -C(0)R^ . -C(0)OR^ 

-C(0)NHR^ -C(0)Q, -R^C(0)H, -R^C(0)R^ -R^C(0)OH, -R^C(0)OR^ -R^C(0)NH2, 
-R^C(0)NHR=, -R^C(0)Q, -R^OC{0)R^ -R^0C(0)NH2. -R®OC(0)NHR^ -R^OC(0)Q, 
-G-(C(R9)2)p-R^2 -(C(R9)2)„-R12 

r18 cONH(CH2)r- R^^ ^= CONH(CH2)r- 

(R'°)2N (R'^)2N (R'°)2N 

\ 0(CH2)r - y NH(CH2)r - \ NH(CH2)r - 

O ' O ' s 

.CONH(CH2)r- R'\ S02NH(CH2)r - 




)r- > 




pi 8 r18^ V« 



-NH(CH2)r- / s. and 

o 

G is -NH-, -NR10-, -O- or -S(0)m-; 

R^ is selected from alkenyl of 2 to 6 carbon atoms, optionally substituted with one or 
more of -R^°, -(C(R^)2)sR'^ -CHO, 1 .3-dioxolane, -NO2, -CN, -CO2H, -CONH2. 
-C02R^°, -CONHR'°, -COR^°, -(C(R^)2)qOH, -(C(R^)2)qOR'°.-(C(R^)2)qNHR^°, 
-(C(R%)qJ, -(C(R%)c,NH2, -(C(R^)2),H. -G(C(R^)2)pOR'°. -G(C(R')2)pR'^ and 
-G(C(R®)2)pOH; alkynyl of 2 to 6 carbon atoms, optionally substituted with one. or 
more of -R^°. -(C(R^)2)sR^^ -CHO. 1 , 3-dioxolane, -NO2, -CN, -CO2H, -CONH2. 
-COaR'", -CONHR'°, -COR'°, -(C(R^)2)qOH, -(C(R%)qOR'°. -(C(R%)qNHR'^ 
-(C(R^)2)qJ. -(C(R^)2)qNH2, -(C(R^)2)rH, -G(C(R^)2)pOR'°. -G(C(R*)2)pR'^ and 
-G(C(R®)2)pOH; aryl of 6 to 12 carbon atoms optionally substituted with 1 to 4 
substituents which may be the same or different selected from -R^°, -(C(R®)2)sR^^, 
-CHO. 1. 3-dioxolane, -NO2, -CN, -CO2H, -CONH2. -C02R'°, -CONHR^°, -COR^'*, 

-(C(R^)2)qOH. -(C(R^)2)qOR^°. -(C(R^)2)qNHR^°, -(C(R«)2)qJ. -(C(R%)qNH2. -(C(R%),H, 

-G(C(R^)2)pOR'°, -G(C(R^)2)pR'^ and -G(C(R%)pOH: a heteroaryl ring having 5 or 6 
atoms containing 1 to 4 heteroatoms or particularly 1 or 2 heteroatoms which may be 
the same or different, selected from N, O and S where the heteroaryl ring may be 
optionally substituted with 1 to 4 substituents which may be the same or different 
selected from -R^°, -(C(R^)2)sR^^, -CHO, 1 , 3-dioxolane, -NO2, -CN, -CO2H, -CONH2. 
-COaR'". -CONHR'°, -COR'°, -(C(R^)2)qOH, -(C(R')2)qOR^°, -(C(R%)qNHR^°, 
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-(C(R«)2)c,J. -(C(R^)2)qNH2, -(C(R«)2)rH. -G(C(R%)pOR^°. -G(C(R%)pR^^ and 

-G(C(R®)2)pOH; a bicyclic heteroaryl ring system having 8 to 20 atoms containing 1 to 
4 heteroatoms which may be the same or different selected from N, O and S wherein 
the bicyclic heteroaryl ring system may be optionally substituted with 1 to 4 
substituents which may be the same or different selected from -R^°, -(C(R%)sR^^, 

-CHO, 1,3-dioxolane, -NO2, -CN, -CO2H, -CONH2. -COzR^" -CONHR^°, -COR^°, 

-(C(R^)2)<,OH, -(G(R«)2)qOR^°, -(C(R%)cNHR^° -(C(R%M, -(C(R^)2)qNH2. -(C(R%)rH, 
-G(C(R^)2)pOR'°. -G(C(R^)2)pR'^ and -G(C(R%)pOH; 

R* is selected from -(C(R®)2)rH, optionally substituted with one or more of -R^°, 
-(C(R^)2)sR'^ -CHO, 1,3-clioxolane, -NO2, -CN, -CO2H, -CONH2,-C02R'°, 

-CONHR'°, -COR'°, -(C(R%)qOH, -(C(R^)2)qOR'°, -(C(R^)2)qNHR'°, -(C(R^)2)qJ. 
-(C(R%)qNH2, -(C(R')2)rH, -G(C(R%)pOR^°, -G(C(R^)2)pR^', and -G(C(R^)2)pOH; 
alkenyl of 2 to 6 carbon atoms, optionally substituted with one or more of -R^°, 
-(C(R%)sR'^-CHO, 1,3-dioxolane, -NO2, -CN, -CO2H, -CONH2, -COaR'", -CONHR'° 

-COR^°. -(C(R%)qOH, -(C(R^)2)qOR'°, -(C(R^)2)qNHR'°, -(C(R^)2)qJ, -(C(R%)qNH2. 

-(C(R^)2)rH, -G(C(R^)2)pOR^°, -G(C(R^)2)pR'^ and -G(C(R^)2)pOH; alkynyl of 2 to 6 
carbon atoms, optionally substituted with one or more of -R^°, -(C(R^)2)sR^^. -CHO, 
1,3-dioxolane, -NO2, -CN, -CO2H, -CONH2, -COzR'", -CONHR'°. -COR^°, 

-(C(R%)qOH, -(C(R^)2)qOR^'', -(C(R%)qNHR^°, -(C(R^)2)qJ. -(C(R%)qNH2. -(C(R^)2)rH, 

-G(C(R^)2)pOR'°, -G(C(R^)2)pR^^ and -G(C(R%)pOH; aryl of 6 to 12 carbon atoms 
optionally substituted with 1 to 4 substituents which may be the same or different 
selected from -R^°. -(C(R^)2)sR'^, -CHO, 1,3-dioxolane, -NO2, -CN, -CO2H, -CONH2, 
-C02R'^ -CONHR'°, -COR'°, -(C(R^)2)qOH, -{C(R%)qOR'°. -(C(R^)2)qNHR'°. 

-(C(R%)qJ, -(C(R%)qNH2.-(C(R^)2)rH, -G(C(R^)2)pOR^°, -G(C(R^)2)pR^^ and 

-G(C(R^)2)pOH; a heteroaryl ring having 5 or 6 atoms containing 1 to 4 heteroatoms 
or particularly. 1 or 2 heteroatoms which may be the same or different, selected from 
N, O and S wherein the heteroaryl ring may be optionally substituted with 1 to 4 
substituents which may be the same or different selected from -R^°, -(C(R®)2)sR^^, 
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-CHO, 1,3-dioxolane. -NO2, -CN, -CO2H. -CONH2. -COaR^", -CONHR^°. -COR'°, 

-(C(R%)qOH, -(C(R^)2)qOR'°, -(C(R')2)qNHR^° -(C(R%)qJ, -(C(R%)qNH2, -(C(R^)2)rH, 

-G(C(R%)pOR'°, -G(C(R%)pR'^ and -G(C(R%)pOH; a bicyclic heteroaryl ring 
system having 8 to 20 atoms containing 1 to 4 heteroatoms which may be the same 
or different selected from N, O and S wherein the bicyclic heteroaryl ring system may 
be optionally substituted with 1 to 4 substituents which may be the same or different 
selected from -R^°, -(C(R%)sR^^ -CHO, 1,3-dioxolane, -NO2, -CN, -CO2H, -CONH2. 
-C02R'°, -CONHR'°. -COR'°, -(C(R^)2)qOH. -(C(R')2)qOR'°, -(C(R^)2)qNHR'°, 

-(C(R^)2)qJ, -(C(R«)2)qNH2. -(C(R')2)rH, -G(C(R«)2)pOR^°. -G(C(R%)pR^2_ and 

-G(C(R')2)pOH: 

R^ is a monovalent group independently selected from alkyi of 1 to 1 2 carbon atoms, 
preferred is 1 to 6 carbon atoms, alkenyl of 2 to 6 carbon atoms, and alkynyl of 2 to 
6 carbon atoms; 

R^ is a divalent group selected from alkyI of 1 to 6 carbon atoms, alkenyl of 2 to 6 
carbon atoms, and alkynyl of 2 to 6 carbon atoms; 

R^ is a divalent alkyI group of 2 to 6 carbon atoms; 

R° is a cycloalkyi ring of 3 to 10 carbon atoms that may optionally be substituted 
with one or more alkyI groups of 1 to 6 carbon atoms; aryl of 6 to 1 2 carbon atoms 
optionally substituted with 1 to 4 substituents which may be the same or different 
selected from -H,-aryl, -CHgaryl, -NHaryl, -Oaryl, -S{0)maryl, -J, -NO2, -NHz, -OH, 
-SH, -CN, -N3, -COOH, -CONH2, -NHC(0)NH2. -C(0)H, -CF3, -OCF3, -R^ -OR^ 
-NHR^ -Q, -S(0)mR^ -NHS02R^ -R", -OR", -NHR", -R^OH, -R®OR^ -R^NHa. 
-R^NHR^ -R^Q, -R^SH, -R^S(0)^,R^ -NHR^OH, -NHR^OR^ -N(R^)R^OH,-R^R'2 
-N(R5)R^OR^ -NHR^NH2, -NHR^NHR^ -NHR''Q, -N(R5)R^NH2, -N(R=)R^NHR=, 
-N(R5)R^Q, -OR^OH, -OR^OR^ -OR^NHa. -OR^NHR^ -OR^Q, -OC(0)R^ -NHC(0)R^ 
-NHC(0)NHR^ -OR^C(0)R^ -NHR^C(0)R^ -C(0)R= , -C(0)OR^ -C(0)NHR=, 

-C(0)Q, -R^C(0)H, -R^C(0)R^ -R^C(0)0H, -R^C(0)OR^ -R^C(0)NH2, -R^C(0)NHR^ 
-R^C(0)Q, -R^0C(0)R^ -R^0C(0)NH2. -R^OC(0)NHR= and -R^OC(0)Q; a 
heteroaryl ring having 5 or 6 atoms containing 1 to 4 heteroatoms or particularly 1 or 
2 heteroatoms which may be the same or different, selected from N, O and S 
wherein the heteroaryl ring may be optionally substituted with 1 to 4 substituents 
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which may be the same or different selected from -H, -aryl, -CHgaryl, -NHaryl, -Oaryl, 
-S(0),„aryl, -J, -NO2. -NHg, -OH, -SH, -CN, -N3, -COOH, -CONH2, -NHC(0)NH2, 

-C(0)H, -CF3, -OCF3, -R^ -OR^ -NHR^ -Q, -S(0)mR^ -NHS02R^-R", -0R'\ 

-NHR", -R^OH, -R®OR^ -R^NHg, -R^NHR^ -R^Q, -R^SH, -R^S(0)mR^ -NHR^OH. 

-NHR'^OR^ -N(R^)R''OH, -N(R=)R'^OR^ -NHR''NH2, -NHR^NHR^ -NHR^'Q, 

-N(R^)R^NH2, -N(R=)R^NHR^ -N{R^)R^Q. -OR^OH, -OR^OR^ -OR^NHz. -OR^NHR^ 

-OR^Q. -OC(0)R^, -NHC(0)R^-R^R^^ -NHC(0)NHR^ -OR®C(0)R^ -NHR^C(0)R^ 

-C(0)R^ . -C(0)OR^, -C(0)NHR^ -C(0)Q. -R®C(0)H, -R^C(0)R^ -R^C(0)OH, 

-R^C(0)OR^ -R^C(0)NH2, -R^C(0)NHR^ -R^C(0)Q. -R^OC(0)R^ -R^0C(0)NH2. 

-R^OC(0)NHR^ and -R^OC(0)Q; a bicyclic heteroaryl ring system having 8 to 20 
atoms containing 1 to 4 heteroatoms which may be the same or different selected 
from N, O and S wherein the bicyclic heteroaryl ring system may be optionally 
substituted with 1 to 4 substituents which may be the same or different selected from 
-H, -aryl, -CH2aryl. -NHaryl, -Oaryl, -S(0)maryl. -J. -NO2, -NH2, -OH. -SH. -CN, -N3, 
-COOH, -CONH2, -NHC(0)NH2, -C(0)H, -CF3, -OCF3, -R^ -OR^ -NHR^ -Q, 
-S(0)mR=, -NHS02R^-R'^ -OR". -NHR", -R^OH. -R®OR^ -R^NHa. -R^NHR^ -R^Q, 

-R^SH, ,-R^R'^ -R^S(0)mR^ -NHR^OH, -NHR^OR^ -N(R^)R'OH, -N(R^)R^OR^ 
-NHR^NHs, -NHR'NHR^, -NHR^Q, -N{R^)R^NH2, -N(R^)R^NHR^, -N(R^)R^Q. -OR'OH, 
-OR'OR^ -OR^NHs, -OR^NHR^ -OR^Q, -0C(0)R^ -NHC(0)R^ -NHC(0)NHR^ 
-0R^C(0)R^ -NHR^C(0)R^ -C(0)R^ , -C(0)0R^ -C(0)NHR^ -C(0)Q, -R^C(0)H, 
-R^C(0)R^, -R^C(0)0H, -R^C(0)0R^ -R^C(0)NH2, -R^C(0)NHR^ -R^C(0)Q, 
-R^0C(0)R^ -R^0C(0)NH2, - R^0C(0)NHR^ and -R^0C(0)Q; 



R® is independently -H, -F or -R^; 



R^° is an alky! group of 1 to 12 carbon atoms, preferred is 1 to 6 carbon atoms; 
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R" is a cycloalkyi group of 3 to10 carbon atoms; 



R'^is -N(0)n R^^R''' or -N^(R'°R'3r'^ )J-; 

provided tiiat when R^^ is N(0)n R^^R'"* and n is 1 , R^^ or R^'* are not H; 



R^^ and R^^ are independently selected from a group consisting of -H, -R^ -R", 
-(C(R^)2)qaryl-R'^ -(C(R^)2)qheteroaryl-R'^ -(C(R^)2)qheterocyclyl-R'^ -(C(R')2)pOR'^ 
-(C(R^)2)pNR^«R^^ -(C(R^)2)pS(0)^,R^^ -(C(R^)2)pC02R'^ -(C(R«)2)pC(0)NHR^«and 

-(C(R^)2)pC(0)R^^; further provided that R^^ and R^" may optionally be taken together 
with the nitrogen to which they are attached forming a heterocyclyl, heteroaryl or 
bicyclyl heteroaryl ring optionally substituted on either nitrogen or carbon by one or 
more selected from the group, -R^, -R^\ -(C(R^)2)qarylR^^, -(C(R®)2)qheteroarylR^^, 
-(C(R^)2)qheterocyclylR'^ -(C(R^)2)qC02R'^-(C(R')2)qC(0)NHR^^ and 

-(C(R^)2)qC(0)R^^; or optionally substituted on carbon by -F, -(C(R^)2)qOR^^, 
-(C(R^)2)qNR^^R^', and -(C(R^)2)qS(0)mR'^; or optionally substituted on nitrogen by 
-(C(R^)2)pOR^^ -(C(R^)2)pNR^«R^^ and -(C(R^)2)pS(0)„,R'^ 



R^^ is independently selected from a group consisting of -H, -R^, -R", -(C(R^)2)qaryl, 

-(C(R^)2)qheteroaryI, -(C(R^)2)qheterocyclyl, -(C(R^)2)qOH, -(C(R^)2)qOR'°, 

-(C(R^)2)qNH2. -(C(R^)2)qNHR^° -(C(R^)2)qR^°, -(C(R^)2)qS(0)^R^°, -(C(R^)2)qC02R^°, 

-(C(R^)2)qCONHR'°, -(C(R^)2)qCONR'°R'°, -(C(R%)qCOR'°, -(C(R%)qC02H, and 
-(C(R«)2)qCONH2; 

R^® and R^^ are independently selected from a group consisting of -H, -R^, -R^\ 
-(C(R^)2)qaryl, -(C(R^)2)qheteroaryl, -(C(R^)2)qheterocyclyl, -(C(R^)2)pOH, 
-(C(R')2)pOR^°, -(C(R%)pNH2. -(C(R%)pNHR^°, -(C(R%)pNR^°R^° 

-(C(R%)pS(0)n,R'°,-(C(R^)2)pC02R'°.-(C(R%)pCONHR^°, -(C(R%)pCONR^°R^°. 
-(C(R%)pCOR'°. -(C(R^)2)pC02H, and -(C(R^)2)pCONH2; 

R^8 is independently selected from the group consisting of -H, -aryl, -R^, -R^NH2, 
-R^NHR^ and -R^Q; 
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provided that, the 6-position is substituted wh e n T and Z aro carbon, A ic absent, r i s 
OandR'^ i c (C(R^ )2) ,H, thon, 

a. — R ^is not unsubet i tuted th i opheno, furan, thiazo l o, innidazol e , 1,2,3 - tr i azo le , 
1 ,2, 4 triazo l o, totrazol e , pyridino, phony ! , a l k e ny l or alkyny l ; or 

fe^ hs not monosubst i tutod by R^, - (C(R^ )a> qOH, or - (CCR^ ^^qOB ^ whon 
is th i oph e n e , furan, thiazo l e, im i dazol e , 1,2,3 - triazolo, 1 ,2, 4- tr i azolo, 
t e trazo le or pyr i dino; and 

o. R'^and R^aro not alkyi of 1 to 6 carbon atoms wh e n R^ i s thioph e n e , 
furan, th i azo l e, imidazol e , 1,2,3 - tr i azolo, 1 ,2, 4- tr i azolo, totrazo l o or 
pyridino whon R^ i s subst i tuted by (C(R^ )8>eR ^ and R^ is - NR^ R^i 

further provided that, when T and Z ar e carbon, A i s absent and R' ^ is phenyl, thon, 

a^-R'^ 'is not subst i tuted by NO^, CN, CO^H, CONH^ -GQaR^T 

- CONHR^ He(R^)2> qOH, (C(R^ )g»^QR^r(e4R^)a)^NHR^r4G4ft^)g>^^ 

- (C(R^ )g} qNH^ or unsubst i tutod whon R^ is thiophene, furan, th i azole, 
imidazo l o, 1,2,3 - tr i azo l o, 1 ,2, 4- tr i azo le , t e trazol e or pyr i d i no; and 

ter-R ^and R'^are not i nd e pendent l y alkyI of 1 to 3 carbon atoms when R^ le 
th i ophene, — furan, — th i azo le , — i m i dazole, — 1 ,2,3 - triazol e , — 1 ,2, 4- triazol e , 
t e trazo l e or pyrid i no, wh e r ei n R'^is substituted by ■ (C(R^ )3)6R ^ and s i s 0 
aRd-R ^ i s NR^ R^T 

additionally prov i ded that, whon T and Z arc carbon, thon, 

a. carbon 8 is not substituted by - OH, - OR"^, - SR"^, or - OR" * ^ wh e n carbon - 6 
is subst i tuted by an i m i dazolo, oxazolo or thiazo l o ring that i s fusod to a 6 
momborod ary l or hot e roary l ring hav i ng 0 to 2 nitrogen atoms and wherein 
the fusod b i cycl i c hotoroaryl r i ng is attached to carbon - 5 of — Formu l a (I) v i a 
carbon - 2 of the im i dazo le , oxazole or th i azolo ring; and 

b. carbon 8 i s not cubst i tutod by OH, OR"^, - SR"^, or - OR"^ whon X is - O - 
and carbon - 5 is subst i tuted by ary l or hotoroary l ; 

furth e r provided that whon e i ther T or Z ar e N, thon R^is absent; or a 
pharmaceutically acceptable salt thereof. 
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145. (Currently Amended) A method of treating or inhibiting the progression of 
osteoporosis in a mammal in need thereof which comprises providing to said 
mammal an effective amount of a Src kinase inhibitor of Formula (I), having the 
structure 




wherein: 

X is -NH-, -NR^-, -0-, or -S(0)m-; 

n is an integer of 0 or 1 ; 

m is an integer of 0 to 2; 

q Is an integer of 0 to 5; 

p is an integer of 2 to 5; 

s is an integer of 0 to 5; 
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r is an integer of 0 to 5; 
J is halogen; 

A is -(C(R^)p),-. -C(0)-. -C(0)(Cm^)p>r-. -(C(R^),V CfO)-- -cvcloalkvl- or i o aboont : 

T Is N C and Z are oaoh ind e p e nd e ntly is carbon N. provided that both T and Z are 
not simultaneously N: 

is s ele ct e d from a oyo l oalky i ring of 3 to 10 carbon atoms, optiona l ly substituted 
w i th on e or moro i nd e p e ndent l y so l oct e d aiky i groups of 1 to 6 carbon atoms; aryl o f 
6 to 1 2 carbon atoms opt i ona l ly substitut e d w i th 1 to 4 subst i tu e nts wh i ch may b e the 
s am e or d i fforont i nd e pendently s ele ct e d from - H, J, - NO;., NH^, OH, - SH, - CN, - N3 ; 

■COOH. CONH^, MHC(Q)NH^, C(0)H. CF^, OCF^, R^ ^-QR ^ -NHR^ ^-Q, 

-S(Q)^R ^ NHSO^ V-R ^OH, - R^ QR^^ ^NH^, . R^ NHR^r-R^Q^-R ^SH, ■ R ^S(0)^RS 
-NHR ^OH, - NHR^ QR ^ - N(R^ >R 'OH, N(R yQR ^ - NHR'NH^, NHR' NHR^^-NHR'Qt 
-N4R^>R 'NH^. .. N(R^ )R^NHR ^, - N(RyQ, OR^OH, . QR^ Oft^^-OR^ NH^, OR^ NHR^ 
-OR ^Q. - OC(0)R^ NHC(0)R^, - MHC(0)NHR^ r-QR^ C(0)R^, NHR^C(0)R ^ , C(0)R^ 
, - C(0)OR^ - C(0)NHR^ C(Q)Q, R ^ C(0)H,- -R ^C(0)R^ r^ ^C(0)OH, R^ G4Q)QRS 

-R ^C(0)NH^, R^C(0)NHR^ y-R ^C(0)Q, R^OC(0)R^ r-R ^OC(Q)NH^, - B ^0C(0)NHRS 
-R ^OC(0)Q and YR* groupc wher e in Y i s ind e p e nd e nt l y s e l e ct e d from — C(0) - , 
C(0)0 , 0C(0) , C(0)NH - , - NHCCO) . NHSO^ , SO^NH , C(OH)H - . ^(CCR^ ^a) -- 

-(e(B»)3)^S(O V . (C(R8 )g> ^NH , (C(R% )qNR' ^ , C=C , oic and tranc CH= i CH and 
oyo l oalkyi of 3 to 10 carbon atomo; 

a heteroaryl ring having S-er 6 atoms containing 1 to -4^ 3 heteroatom s. 1 of which is 
or particularly 1 or 2 heteroatoms which may be the same or different, selected 
from N, O and S wherein the heteroaryl ring may be optionally substituted with 1 to 4 
substituents which may be the same or different selected from -H, -J, -NO2, -NH2, 

-OH, -SH, -CN, -N3, -COOH, -CONH2. -NHC(0)NH2. -C(0)H. -CF3, -OCF3, -R^ -OR^ 
-NHR^ -Q, -S(0)^,R^ -NHS02R^ -R^OH, -R^OR^ -R^NHa, -R^NHR^ -R^Q, -R^SH, 
-R^S(0)mR^ -NHR^OH, -NHR^OR=, -N(R^)R^OH. -N(R^)R^OR^ -NHR^NHa, 
-NHR^NHR^, -NHR^'Q, -N(R^)R'NH2, -N(R=)R^NHR^ -N(R5)R^Q, -OR^OH, -FC0R\ 
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-OR^NHz. -OR^NHR^, -OR^Q. -OC(0)R=, -NHC(0)R^ -NHC(0)NHR^ -R^C(0)R^, 
-NHR^C(0)R^ -C(0)R^ , -C(0)OR^ -C(0)NHR=, -C(0)Q, -R^C(0)H, -R^C(0)R^ 
-R^C(0)OH, -R^C(0)OR^ -R^C(0)NH2. -R^C(0)NHR^, -R^C(0)Q. -R^OC(0)R^ 

-R^0C(0)NH2, - R^OC(0)NHR^ -R^OC{0)Q and YR^ groups wherein Y is 
independently selected from -C(0)-, -C(0)0-, -0C(0)-, -C(0)NH-, -NHC(O)-, 

-NHSO2-, -SO2NH-. -C(OH)H-. -0(C(R9)2)^-, -S(0)m(C(R9)2)q-, -NH(C(R9)2)q-. 
-NR^°(C(R9)2)q-, -{C{R%)c^■, -{C{R%),j^O-, -(C(R%)qS(0),„-, -(C(R9)2)qNH-, 
-(C(R9)2)qNR^°-, -CeC-, cis and trans -CH=CH- and cycloalkyi of 3 to 10 carbon 
atoms; 

a b i oyolio h e t e roary l r i ng sy s t e m having 8 to 20 atom s conta i ning 1 to 4 h e t e roatoms 
wh i ch may bo tho eamo or difforont co l ootod from N, O and S whoro i n tho b i oyolio 
h e t e roaryl r i ng sy s t e m may b e opt i onal l y eubstitutod w i th 1 to 4 s ub s t i tu e nts wh i ch 
may b e tho samo or diff e r e nt s e l e cted from - H, - J, - NOa, - NH3, - OH, - SH, - CN, - Na, 
COOH. CONH^, NHC(0)NH^, C(0)H, CF^, OCF^, ■ R^ OR^ NHR^ ,— Or 
^ S(0)H, a ^ NHSO^RV -R ^OH. - R^ QR^t-R ^NH^, . R^ NHR^r-R^Qr-R ^SH, - R^ S(Q)b,RS 

-MHR ^OH, NHR^ QR^7-M(R yOH, N(R^ )R^QR ^ NHR^NH^, NHR^ NMR^ , NHR' Qy 
-N^R yNH^, - NCR^ ^R^NHR^r-f^ yQ. OR^QH, OR' OR^t-OR ^NH^, QR^ NMR^ 

-OR ^Q, ■ OC(0)R^ NHC(0)R^ NHC(0)NHR^ r-OR ^C(0)R^ NHR^C(0)R^ C(0)R^ 
. C(0)0R^, ■ C(0)MHR^, C(0)Q, R^C(0)H,- -R ^C(0)R^ t-R ^C(0)OH.- -R ^C(0)OR^ 

-R ^C(0)NH^, R^C(0)NHRV -B ^C(0)Q, R^0C(0)RV -R ^0C(0)NH^. R^0C(0)NHRS 

-R^ OC(0)Q and YR^ groups wh e re i n Y is indopondont l y s ele ct e d from - C(0) - , 

■ C(0)0 , 0C(0) , C(0)NH , NHC(O) , NHSO;, , SO;.NH , C(OH)H , 0(C(R» )^ t 

-(G(BV^S(Q)> » , (C(R» )a> ^NH . (C(RO )a)q.NB ^ . CsC , 0/0 and trano CH = CH and 
cyc l oa l kyi of 3 to 10 carbon atoms; and a mo ie ty of the formu l a 
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E i s MH . NR^ . O , SCO^ , C(0) , CH^ . CHR^ or CR^ R^-f 

Q is -NR^R^ and further provided that when each R^ is independently selected from 
alkyi and alkenyl, R^R^ may optionally be taken together with the nitrogen atom to 
which they are attached forming a heterocyclyl ring of 3 to 8 atoms, optionally 
containing 1 or 2 additional heteroatoms which may be the same or different selected 
from N, O and S; 

R'^T-R'^r-R^T'tf ^ and R"^ are each, i ndependent l y ee l eoted from - H, - J, NOa, - NHa r 
- OH, - SH. CN, N^, COOH, CONH^, NHC(0)NH^, C(0)H. CF^, OCF^. R^ y-O^j 
-M^=^B ^ - Q, ■ S(0)m R ^ NHSO^RV -R ^QH. R^ QR^r-R ^NH;,, R^ NHR^r-R^Qr-R^SHr 

-R^S{Q)mB ^ NHR^OH. ■ NHR^ QR ^ ■ N(R^ )R 'OH, N(R^ )B^QB ^ NHR^ NHg 

44HR^^NHR ^ NHR^Q, N(RyNH^, N(R^ )R^MHR^y-N(R^)R ^Q, - OR^OH, OR^ QRS 

-GR 'NH^, .QR^ NHR^r-QR ^Q. ■ OC(0)R^ NHC(0)R^ NHC(0)NHR^ 7-QR ^C(0)R^ 

-NHR ^C(0)R^ C(0)R^, C(0)OR^ C(0)NHR^, C(0)Q, R^C(0)H, -R ^C(0)R^ 

-R ^C(0)0H,- -R ^C(0)0RV -R ^C(0)NH^, R^C(0)NHRV -R ^C(0)Q, R^0C(0)RS 

-R ^OC(0)NH;., ' R ^OC(0)NHR^ aryl, CH^ryl, NHaryl, Oary l . S(Q)ff^ryl, R^ - 

-QR ^, NHR* ^-and---R ^OC(0)Q; R^^ R^^ and R^^ are each, independently selected 
from -H, -aryl, -CHgaryl, -Oaryl, -S(0)maryl, -J, -NO2, -OH, -SH, -CN, -N3. -COOH, 

-CONH2, -NHC(0)NH2, -C(0)H, -CF3. -OCF3, -R^ -OR®, -S(0)mR^ -NHS02R^ -R", 
-OR", -R^OH, -R^OR^ -R^SH, -R^S(0)mR^,-0R'0H, -OR'OR^ -0C(0)R^ 

-NHC(0)R^ -NHC(0)NHR^ -OR^C(0)R^ -NHR^C(0)R®, -C(0)R^ . -C(0)OR^ 
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-C(0)NHR^ -C(0)Q. -R^C(0)H, -R^C(0)R^ -R^C(0)OH. -R^C(0)OR^ -R^C(0)NH2, 
-R^C(0)NHR^, -R^C(0)Q, -R®OC(0)R^ -R^0C(0)NH2, -R^OC(0)NHR^ -R^OC(0)Q, 
-G-(C(R9)2)p-Ri2 . -(C(R9)2VR12 



R^® CONH(CH2)r' 



0(CH2)r- 



^ NH(CH2),- 



-CONH(CH2)r - 



^ NH(CH2)r- 

O 



R 



18 




,18 



>18 



y NH{CH2)r- 



CONH(CH2)r - ^ 
and 



18 



>18 




S02NH(CH2)r 



,18 



G is -NH-, -NR^o-, -O- or -S(0)m-; 

is selected from alkenyl of 2 to 6 carbon atoms, optionally substituted with one or 
more of -R'°, -(C(R^)2)sR^^ -CHO, 1 ,3-dioxolane, -NO2, -CN, -CO2H, -CONH2, 
-C02R'^ -CONHR'^ -COR'^ -(C(R^)2)qOH, -(C(R%)qOR'^-(C(R%)qNHR'^ 
-(C(R^)2)qJ, -(C(R")2)qNH2, -(C(R^)2)rH, -G(C(R%)pOR^^ -G(C(R^)2)pR^^ and 
-G(C(R^)2)pOH; alkynyl of 2 to 6 carbon atoms, optionally substituted with one or 
more of -R'^ -(C(R%)sR'^ -CHO, 1,3-dioxolane, -NO2, -CN, -CO2H, -CONH2. 
-C02R'^ -CONHR^^ -COR'°, -(C(R^)2)qOH, -(C(R^)2)qOR^°, -(C(R%)qNHR'^ 
-(C(R")2)qJ, -(C(R^)2)qNH2, -(C(R^)2)rH, -G(C(R^)2)pOR^^ -G(C(R^)2)pR^^ and 
-G(C(R^)2)pOH; aryl of 6 to 12 carbon atoms optionally substituted with 1 to 4 
substituents which may be the same or different selected from -R^°, -(C(R^)2)sR^^, 
-CHO, 1,3-dioxolane, -NO2, -CN, -CO2H, -CONH2. -COsR'^ -CONHR^^ -COR'^ 

-(C(R^)2)qOH, -(C(R%)qOR^^ -(C(R^)2)qNHR^^ -(C(R%)qJ, -(C(R^)2)qNH2, -(C{R^)2)rH, 

-G(C{R^)2)pOR'^ -G(C(R^)2)pR'^ and -G(C(R^)2)pOH; a heteroaryl ring having 5 or 6 
atoms containing 1 to 4 heteroatoms or particularly 1 or 2 heteroatoms which may be 
the same or different, selected from N, O and S where the heteroaryl ring may be 
optionally substituted with 1 to 4 substituents which may be the same or different 
selected from -R'°, -(C(R^)2)sR'^ -CHO, 1,3-dioxolane, -NO2, -CN, -CO2H, -CONH2. 
-COgR'^, -CONHR^^ -COR'°, -(C(R%)qOH. -(C(R^)2)qOR'°, -(C(R^)2)qNHR'°, 



-(C(R^)2)qJ, -(C(R^)2)qNH2, -(C(R^)2)rH, -G(C(R^)2)pOR^^ -G(C(R^)2)pR^^ and 

-G(C(R^)2)pOH; a bicyclic heteroaryl ring system having 8 to 20 atoms containing 1 to 
4 heteroatoms which may be the same or different selected from N. O and S wherein 
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the bicyclic heteroaryl ring system may be optionally substituted with 1 to 4 
substituents which may be the same or different selected from -R^°, -(C(R®)2)sR^^, 

-CHO, 1,3-dioxolane, -NO2. -CN. -CO2H. -CONH2. -COzR'", -CONHR'°. -COR^°, 

-(C(R^)2)qOH. -(C(R%)qOR^°, -(C(R%)qNHR^°. -(C{n%)^, -(C(R«)2)<,NH2, -{C{R%),H, 
-G(C(R^)2)pOR'°. -G(C(R')2)pR'^ and -G(C(R%)pOH; 

R" is selected from -(C(R^)2)rH, optionally substituted with one or more of -R^°, 
-(C(R%)sR'^ -CHO, 1 ,3-dioxolane, -NO2, -CN, -CO2H. -CONH2.-C02R'°, 

-CONHR^°, -COR'°, -(C(R^)2)qOH, -(C(R')2)qOR'°, -(C(R')2)qNHR'°, -(C(R^)2)qJ, 
-(C(R^)2)qNH2, -(C(R%)rH. -G(C(R%)pOR^°. -G(C(R^)2)pR'^ and -G(C(R^)2)pOH; 
alkenyl of 2 to 6 carbon atoms, optionally substituted with one or more of -R^°, 
-{C(R^)2)sR^^-CHO, 1 ,3-dioxolane, -NO2, -CN. -CO2H, -CONH2. -C02R^°, -CONHR^°, 

-COR^°. -(C(R^)2)qOH, -(C(R%)qOR^°. -(C(R^)2)qNHR^°, -(C(R%)qJ. -(C(R%)qNH2. 

-(C(R^)2)rH, -G(C(R%)pOR'°, -G(C(R^)2)pR'^ and -G(C(R%)pOH; alkynyl of 2 to 6 
carbon atoms, optionally substituted with one or more of -R^°, -(C(R^)2)sR^^, -CHO, 
1,3-dioxolane, -NO2, -CN, -CO2H, -CONH2.-C02R'°. -CONHR^°, -COR^°, 

-(C(R^)2)qOH, -(C(R^)2)qOR'°, -(C(R^)2)qNHR^°, -(C(R^)2)qJ, -(C(R^)2)qNH2, -(C(R^)2)rH. 

-G(C(R^)2)pOR^°, -G(C(R^)2)pR'^ and -G(C(R^)2)pOH; aryl of 6 to 12 carbon atoms 
optionally substituted with 1 to 4 substituents which may be the same or different 
selected from -R^°, -(C(R^)2)sR^^ -CHO, 1,3-dioxolane, -NO2. -CN, -CO2H, -CONH2. 
-COzR'", -CONHR'°, -COR'°. -(C(R^)2)qOH, -(C(R^)2)qOR'°, -(C(R^)2)qNHR'°. 

-(C(R')2)qJ, -(C(R%)qNH2.-(C(R^)2)rH, -G(C(R^)2)pOR^°. -G(C(R%)pR^^ and 

-G(C(R%)pOH; a heteroaryl ring having 5 or 6 atoms containing 1 to 4 heteroatoms 
or particularly 1 or 2 heteroatoms which may be the same or different, selected from 
N, O and S wherein the heteroaryl ring may be optionally substituted with 1 to 4 
substituents which may be the same or different selected from -R^°, -(C(R^)2)sR^^, 

-CHO, 1,3-dioxolane, -NO2. -CN, -CO2H, -CONH2. -COgR'^, -CONHR'°, -COR'°, 

-(C(R^)2)cOH, '(C(R%)pOR^°, -(C(R^)2)qNHR^^ -{C(R^)2)qJ, -(C(R^)2)cNH2, -(C(R%),H, 
-G(C(R^)2)pOR'°, -G(C(R%)pR'^. and -G(C(R^)2)pOH; a bicyclic heteroaryl ring 
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system having 8 to 20 atoms containing 1 to 4 heteroatoms which may be the same 
or different selected from N, O and S wherein the bicyclic heteroaryl ring system may 
be optionally substituted with 1 to 4 substituents which may be the same or different 
selected from -R'^, -(C(R^)2)sR^^, -CHO, 1 .3-dioxolane, -NO2, -CN, -CO2H, -CONH2. 
-COsR'^. -CONHR'°. -COR'°, -(C(R^)2)qOH. -(C(R^)2)qOR'°. -(C(R%)qNHR'°, 

-(C(R^)2)qJ, -(C(R^)2)qNH2, -(C(R^)2)rH, -G(C(R^)2)pOR^^ -G(C(R^)2)pR^', and 
-G(C(R^)2)pOH; 

R^ is a monovalent group independently selected from alkyi of 1 to 12 carbon atoms, 
preferred is 1 to 6 carbon atoms, alkenyl of 2 to 6 carbon atoms, and alkynyl of 2 to 
6 carbon atoms; 

R^ is a divalent group selected from alkyI of 1 to 6 carbon atoms, alkenyl of 2 to 6 
carbon atoms, and alkynyl of 2 to 6 carbon atoms; 

R^ is a divalent alky! group of 2 to 6 carbon atoms; 

R^ is a cycloalkyi ring of 3 to 10 carbon atoms that may optionally be substituted 
with one or more alkyI groups of 1 to 6 carbon atoms; aryl of 6 to 12 carbon atoms 
optionally substituted with 1 to 4 substituents which may be the same or different 
selected from -H -aryl, -CH2aryl, -NHaryl, -Oaryl, -S(0)niaryl, -J, -NO2, -NH2, -OH, 
-SH, -CN, -N3, -COOH, -GONH2, -NHC(0)NH2, -C(0)H, -CF3, -OCF3, -R^ -OR^ 
-NHR^ -Q, -S(0)^,R^ -NHS02R^ -R'\ -OR'\ -NHR'\ -R^OH, -R^OR^ -R^NHg, 
-R^NHR^ -R^Q, -R^SH, -R^S(0)^,R^ -NHR^OH, -NHR^OR^ -N(R^)R^OH,-R^R'^ 
-N(R^)R^OR^ -NHR^NHs, -NHR^NHR^ -NHR^Q, -N(R^)R^NH2, -N(R^)R^NHR^ 
-N(R^)R^Q, -OR^OH, -OR^OR^ -OR^NHs, -OR^NHR^ -OR^Q, -OC(0)R^ -NHC(0)R^ 
-NHC(0)NHR^ -OR^G(0)R^ -NHR^G(0)R^ -G(0)R^ . -G(0)OR^ -G(0)NHR^ 

-C(0)Q, -R^C(0)H, -R^C(0)R^ -R^C(0)OH, -R^C(0)OR^ -R^C(0)NH2. -R^C(0)NHR^ 
-R^C(0)Q, -R®OC(0)R^ -R^0C(0)NH2, -R^OC(0)NHR^ and -R®OC(0)Q; a 
heteroaryl ring having 5 or 6 atoms containing 1 to 4 heteroatoms or particularly 1 or 
2 heteroatoms which may be the same or different, selected from N, O and S 
wherein the heteroaryl ring may be optionally substituted with 1 to 4 substituents 
which may be the same or different selected from -H, -aryl, -CH2aryl, -NHaryl, -Oaryl, 
-S(0)maryl, -J. -NO2, -NH2. -OH, -SH, -CN. -N3, -COOH, -CONH2, -NHC(0)NH2, 

-C(0)H, -CF3, -OCF3, -R^ -OR^ -NHR^ -Q, -S(0)mR^ -NHS02R^-R'^ -OR'\ 
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-NHR". -R^OH. -R®OR^ -R^NHs, -R^NHR=, -R^Q, -R«SH. -R^S(0),T,R^ -NHR^OH, 

-NHR^OR^ -N(R^)R^OH, -N(R^)R^OR^ -NHR^NHg, -NHR^NHR^ -NHR'Q, 

-N(R5)R^NH2, -N(R=)R''NHR^ -N(R=)R'Q, -OR^OH, -OR^OR^ -OR^NHz, -OR'NHR^ 

-OR^Q. -OC(0)R^, -NHC(0)R^-R^R^^ -NHC(0)NHR^ -OR^C(0)R^ -NHR^C(0)R^ 

-C(0)R^ . -C(0)OR^ -C(0)NHR^ -C(0)Q, -R^C(0)H, -R^C(0)R^ -R^C(0)OH, 

-R^C(0)OR^, -R^C(0)NH2, -R^C(0)NHR^ -R^C(0)Q, -R^OC(0)R^ -R^0C(0)NH2, 

-R®OC(0)NHR^ and -R®OC(0)Q; a bicyclic heteroaryl ring system having 8 to 20 
atoms containing 1 to 4 heteroatoms which may be the same or different selected 
from N, O and S wherein the bicyclic heteroaryl ring system may be optionally 
substituted with 1 to 4 substituents which may be the same or different selected from 
-H, -aryl, -CHaaryl, -NHaryl, -Oaryl, -S(0)maryl, -J, -NO2, -NH2, -OH, -SH, -CN, -N3, 
-COOH, -CONH2, -NHC(0)NH2, -C(0)H, -CF3, -OCF3, -R^ -OR^ -NHR^ -Q, 
-S(0)mR^ -NHS02R^-R", -OR". -NHR", -R^OH, -R^OR^ -R^NHa, -R^NHR^ -R^Q, 

-R^SH, ,-R^R^2^ -R^S(0)mR^ -NHR^OH. -NHR^OR^ -N(R=)R^OH, -N(R^)R^OR^ 
-NHR^NH2, -NHR^NHR^ -NHR^Q, -N(R^)R^NH2, -N(R^)R'NHR^ -N(R^)R^Q, -OR^OH, 
-OR^'OR*. -OR^NHg, -OR^'NHR^, -OR'O, -OC(0)R^ -NHC(0)R^, -NHC(0)NHR^ 
-0R^C(0)R^ -NHR^C(0)R^ -C{0)R^ , -C(0)0R^ -C(0)NHR^ -C(0)Q, -R^C(0)H, 
-R^C(0)R^ -R^C(0)OH, -R^C{0)OR^ -R®C(0)NH2, -R^G(0)NHR^ -R^C(0)Q, 
-R^0C(0)R^, -R^0G(0)NH2, - R^OG(0)NHR^ and -R^0C(0)Q; 

R^ is independently -H, -F or -R^; 



R ° is an alkyi group of 1 to 12 carbon atoms, preferred is 1 to 6 carbon atoms; 
R" is a cycloalkyi group of 3 to10 carbon atoms; 



R'^is -N(0)n R"R'* or -N*(R'°R'3r'^)J-; 
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provided that when R^^is N(0)n R^^R^"* and n is 1 , R^^ or R^"* are not H; 



R^^ and R^^ are independently selected from a group consisting of -H, -R^, -R^\ 
-{C(R^)2)qaryl-R^^ -(C(R^)2)qheteroaryl-R'^ -(C(R^)2)qheterocyclyl-R'^ -(C(R^)2)pOR'^ 
-(C(R%)pNR^^R^^ -(C(R^)2)pS(0)mR'^ -(C(R^)2)pC02R'^ -(C(R^)2)pC(0)NHR^«and 

-(C(R®)2)pC(0)R^^; further provided that R^^ and R^'* may optionally be taken together 
with the nitrogen to which they are attached forming a heterocyclyl, heteroaryl or 
bicyclyl heteroaryl ring optionally substituted on either nitrogen or carbon by one or 
more selected from the group, -R^, -R^\ -(C(R^)2)qarylR^^, -(C(R^)2)qheteroarylR^^, 
-(C(R^)2)qhete^ocyclylR'^ -(C(R^)2)qC02R'^-(C(R^)2)qC(0)NHR'^ and 

-(C(R%)qC(0)R^^; or optionally substituted on carbon by -F. -(C(R'')2)qOR^^, 
-(C(R^)2)qNR^®R^^ and -(C(R^)2)qS(0)mR^®; or optionally substituted on nitrogen by 
-(C(R%)pOR^^ -(C(R^)2)pNRi«R^^ and -(C(R^)2)pS(0)^R^^; 



R^^ is independently selected from a group consisting of -H, -R^ -R", -(C(R%)qaryl, 

-(C(R^)2)qheteroaryl, -(C(R^)2)qheterocyclyl, -(C(R^)2)qOH, -(C(R^)2)qOR'°, 

-(C(R^)2)qNH2. -(C(R^)2)qNHR^° -(C(R^)2)qR'°. -(C(R%)qS(0),„R^° -(C(R^)2)qC02R'°. 

-(C(R')2)qCONHR'°. -(C(R')2)qCONR'°R^°, -(C(R%)qCOR'° -(C(R')2)qC02H, and 

-(C(R^)2)qCONH2; 

FC^ and R^^ are independently selected from a group consisting of -H, -R^, -R", 
-(C(R^)2)qaryl, -(C(R^)2)qheteroaryl, -(C(R^)2)qheterocyclyl, -(C(R^)2)pOH, 
-(C(R')2)pOR^° -(C(R^)2)pNH2, -(C(R^)2)pNHR^° -(C(R^)2)pNR^°R^°, 

-(C(R%)pS(0),nR'^-(C(R^)2)pC02R'°.-(C(R^)2)pCONHR^° -(C(R^)2)pCONR^°R^°, 
-(C(R^)2)pCOR'°, -(C(R^)2)pC02H. and -(C(R^)2)pCONH2; 

R^8 is independently selected from the group consisting of -H, -aryl, -R^, -R®NH2, 
-R^NHR^ and -R^Q; 

provided that, the 6-Posltion Is substituted whon T and Z aro carbon, A is abcont, r i o 
0 and R* io (C(R^ )a) ^H, thon. 
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a, R^ i c not uncubctituted thiophono, furan, thiazolo, imidazo le , 1 ,2,3 triazolo, 
■ 1 ,2, 4- tr i azo l o, totrazol e , pyr i d i no, pheny l , a l kony l or a l kyny l ; or 

fer^ ^ i s not monosubctitutod by R^, - (CCR^ ^g^q OH, or (C(R^ )g>qOR^ wh e n 
is thiophone, furan, thiazolo, innidazolo, 1 ,2,3 tr i azole, 1,2,^ - triazolo, 
t e trazol e or pyr i din e ; and 

G^-R' ^and R'^ar e not a l ky i of 1 to 6 carbon atomc wh e n R^is thiophono, 
furan, th i azolo, imidazol e , 1 ,2,3 - triazol e , 1 ,2,4 - triazo le , tetrazole or 
pyr i dino whon R^ic subct i tutod by (C(R^ )2>sR ^ and R^ i s NR^ B^i 

furth e r provid e d that, wh e n T and Z are carbon, A i s absont and R'^ i s ph e nyl, then, 

a.— R^i s not cubstitutod by NQ^, CN, CQ^H, CONH^ -GQgR^T 

CONHR^ He(B^»a) qOH, (C(R^ )a>^^HG(R^)^^NHB^^^(G(R^)a>^^ 

(C(R^ )g)q NH2 or unsubst i tut e d wh e n R ^ i s thioph e n e , furan, th i azo l o, 
i m i dazo le , 1 ,2,3 - tr i azolo, 1 ,2, 4- triazol e , tetrazole or pyridine; and 

b^ ^and R'^ar e not independent l y alkyI of 1 to 3 carbon atoms whon R ^is 
th i ophene, — furan, — thiazo l o, — i midazo le , — 1 ,2,3 - tr i azol e , — 1 ,2,4 - triazolo, 
tetrazole or pyridin e , where i n R'^is subst i tuted by - (C(R ^)2)feR ^ and s i s 0 
and-R ^ i s NR^ B^f 

additiona l ly prov i ded that, wh e n T and Z are carbon, then, 

a. carbon - 8 is not subst i tuted by - OH, OR"^, - SR"^, or - OR"^ wh e n carbon - 5 
i s subst i tuted by an i midazole, oxazolo or thiazo le r i ng that is fused to a 6 
m e mbored aryl or heterearyl r i ng hav i ng 0 to 2 nitrogen atoms and wherein 
the fused bioyc li o hotereary l ring i s attached to carbon 6 of Formu l a (I) v i a 
carbon - 2 of th e i midazole, oxazole or thiazole ring; and 

b. carbon - 8 is not subst i tuted by OH, OR"^, SR"^, or OR"^ whon X is O 
and carbon - 6 is substituted by ary l or hoterearyl; 

further prov i ded that wh e n e ither T or Z are N, then R^ i s abs e nt; or a 
pharmaceutically acceptable salt thereof. 
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Applicants believe that the present application is in condition for allowance and 
respectfully request that the Examiner enter the amendnnent and allow the application. 
Favorable treatnnent of the application is earnestly solicited. 




Wyeth 

Patent Law Department 
Five Giralda Farms 
Madison, NJ 07940 
Tel. No. (845) 602-2126 
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